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Sulfonamide Derivatives for the Treatment of Diabetes 

Field of the invention 

5 The present invention is related to sulfonamide derivatives for the treatment of metabolic 
disorders mediated by insulin resistance or hyperglycemia, comprising diabetes type n, 
inadequate glucose tolerance, insulin resistance, obesity, polycystic ovary syndrome 
(PCOS). 

Background of the invention 

10 Diabetes mellitus is a serious metabolic disease that is defined by the presence of 

chemically elevated levels of blood glucose (hyperglycemia). The term diabetes mellitus 
encompasses several different hyperglycemic states. These states include Type 1 (insulin- 
dependent diabetes mellitus or EDDM) and Type 2 (non-insulin dependent diabetes mellitus 
or NTODM) diabetes. The hyperglycemia present in individuals with Type 1 diabetes is 

15 associated with deficient, reduced, or nonexistent levels of insulin that are insufficient to 
maintain blood glucose levels within the physiological range. Conventionally, Type 1 
diabetes is treated by adrninistration of replacement doses of insulin, generally by a 
parenteral route. 

Type 2 diabetes is an increasingly prevalent disease of aging. It is initially characterized by 
20 decreased sensitivity to insulin and a compensatory elevation in circulating insulin 

concentrations, the latter of which is required to maintain normal blood glucose levels. 

The prevalence of insulin resistance in glucose intolerant subjects is well known. Reaven et 
al (American Journal of Medicine, 60, 80 (1976)) used a continuous infusion of glucose 
and insulin (insulin/glucose clamp technique) and oral glucose tolerance tests to 
25 demonstrate that insulin resistance exists in a diverse group of non-obese, non-ketotic 
subjects. These subjects ranged from borderline glucose tolerant to overt, fasting 
hyperglycemia. The diabetic groups in these studies included both insulin dependent 
(IDDM) and non-insulin dependent (N1DDM) subjects. 
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Coincident with sustained insulin resistance is the more easily determined hyper- 
insulinemia, which may be measured by accurate deterrnination of circulating plasma 
insulin concentration in the plasma of subjects. Hyperinsulinemia may be present as a result 
of insulin resistance, such as is in obese and/or diabetic (NIDDM) subjects and/or glucose 
5 intolerant subjects, or in DDDM subjects, as a consequence of over injection of insulin 
compared with normal physiological release of the hormone by the endocrine pancreas. 

The association of hyperinsulinemia and insulin resistance with obesity has been well 
established by numerous experimental, clinical and epidemiological studies (Stout, 
Metabolism, 34, 7 (1985)). 

10 The association of hyperinsulinemia and insulin resistance with Polycystic Ovary 

Syndrome (PCOS) is also well acknowledged (Diamanti-Kandarakis et al.; Therapeutic 
effects of metformin on insulin resistance and hyperandrogenism in polycystic ovary 
syndrome; European Journal of Endocrinology 138, 269-274 (1998), Andrea Dunaif; 
Insulin Resistance and the Polycystic Ovary Syndrome : Mechanism and Implications for 

15 Pathogenesis; Endocrine Reviews 1 8(6), 774-800 (1997)). 

Type H diabetes mellitus is currently treated with sulfonylureas, biguanides, such as 
Metformin and thiazolidenediones, such as Troglitazone, Rosiglitazone or Pioglitazone, as 
oral hypoglycemic agents. 

The compounds of the present invention are disclosed in WO 01/23378, WO 02/28856 and 
20 WO 02/26733 (Applied Research Systems ARS NV) in which sulfonamide derivatives of 
formula (A) are described in particular for the treatment of neuronal disorders, autoimmune 
diseases, cancer and cardiovascular diseases : 

Ar 1 — n — N (CH 2 )^ Ar^-SO— Y (A) 



X R 1 



Summary o f the invention 



The present invention relates to the use of sulfonamide derivatives of formula (I) for the 
manufacture of a medicament for the treatment of metabolic disorders mediated by insulin 
resistance or hyperglycemia, comprising diabetes type II, inadequate glucose tolerance, 
insulin resistance, obesity, polycystic ovary syndrome (PCOS). 




Detailled description of the invention 

The following paragraphs provide definitions of the various chemical moieties that make 
up 1he compounds according to the invention and are intended to apply uniformly 
throughout the specification and claims unless an otherwise expressly set out definition 
provides a broader definition. 

"Ci-C 6 -alkyl" refers to alkyl groups having 1 to 6 carbon atoms. This term is exemplified 
by groups such as methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, n-hexyl 
and the like. 

"Aryl" refers to an unsaturated aromatic carbocyclic group of from 6 to 14 carbon atoms 
having a single ring (e.g., phenyl) or multiple condensed rings {e.g., naphthyl). Preferred 
aryl include phenyl, naphthyl, phenantrenyl and the like. 

"Ci-C 6 -alkyl aryF refers to Ci-C 6 -alkyl groups having an aryl substituent, including benzyl, 
phenethyl and the like. 

"Heteroaryl" refers to a monocyclic heteroaromatic, or a bicyclic or a tricyclic fused-ring 
heteroaromatic group. Particular examples of heteroaromatic groups include optionally 
substituted pyridyl, pyrrolyl, fuiyl, thienyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, 
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isothiazolyl, pyrazolyl, 1,2,3-triazoryl, 1,2,4-triazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadia- 
zolyl, 1,2,5-oxadiazolyl, l,3,4-oxadiazolyl,l,3,4-triazinyl, l,2,3-triaztoyl,benzofuryl, [2,3- 
dmydro]benzofuryl, isobenzofuryl, benzothienyl, benzotriazolyl, isobenzothienyl, indolyl, 
isoindolyl, 3H-indolyl, benzhmdazolyl, imidazo[l,2-a]pyridyl, benzotbiazolyl, benzoxa- 
5 zolyl, qumolizinyl, qumazolinyl, pthalazinyl, quinoxalinyl, cinnolinyl, napthyridinyl, 
pyrido[3 J 4-b]pyridyl,pyrido[3 5 2-b]pyridyl, pyrido[4,3-b]pyridyl, quinolyl, isoquinolyl, 
tetrazolyl, 5,6,7,8-tetrahydtoquinolyl, 5,6,7,8-tetrahydroisoquinolyl, purinyl, pteridinyl, 
carbazolyl, xanthenyl orbenzoquinolyl. 

"Ci-Ce-alkyl heteroaiyl" refers to Ci-Ce-aDcyl groups having a heteroaryl substituent, 
10 including 2-furylmethyl, 2-fhienylmefhyl, 2-(lH-indol-3-yl)euiyl and the like. 

"CVQ-alkenyl" refers to aDcenyl groups preferably having ftom 2 to 6 carbon atoms and 
having at least 1 or 2 sites of alkenyl unsaturation. Preferable alkenyl groups include 
ethenyl (-CH=CH 2 ), n-2-propenyl (allyl, -CH 2 CH=CH 2 ) and the like. 

«C 2 -C 6 -alkenyl aryl" refers to C2-C6-alkenyl groups having an aryl substituent, including 2- 
15 phenylvinyl and the like. 

«C2-C6-alkenyl heteroaryl" refers to Ci-Q-alkenyl groups having a heteroaryl substituent, 
including 2-(3-pyridinyl)vinyl and the like. 

"Cz-Cg-alkynyr refers to alkynyl groups preferably having from 2 to 6 carbon atoms and 
having at least 1-2 sites of alkynyl unsaturation, preferred alkynyl groups include elhynyl 
20 (-OCH), propargyl (-CH 2 OCH), and the like. 

"C 2 -C 6 -alkynyl aryl" refers to Q-Cs-alkynyl groups having an aryl substituent, including 
phenylethynyl and die like. 

"C 2 -C 6 -alkynyl heteroaryl" refers to C 2 -C 6 -alkynyl groups having a heteroaryl substituent, 
including 2-tbienylethynyl and the like. 
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"C 3 -C 8 -cycloalkyl" refers to a saturated carbocyclic group of from 3 to 8 carbon atoms 
having a single ring (e.g., cyclohexyl) or multiple condensed rings (e.g., norbornyl). 
Preferred cycloalkyl include cyclopentyl, cyclohexyl, norbornyl and the like. 

"Ci-C 6 -aJkyl cycloalkyl" refers to Ci-C 6 -alkyl groups having a cycloalkyl substituent, 
5 including cyclohexylmethyl, cyclopentylpropyl, and the like. 

"heterocycloalkyl" refers to a C3-C 8 -cycloalkyl group according to the definition above, in 
which 1 to 3 carbon atoms are replaced by hetero atoms chosen from the group consisting 
of O, S, NR, R being defined as hydrogen or Ci-C 6 alkyl. Preferred heterocycloalkyl 
include pyrrolidine, piperidine, piperazine, 1-methylpiperazine, morpholine, and the like. 

10 "Ci-C 6 -alkyl heterocycloalkyl" refers to Ci-C6-alkyl groups having a heterocycloalkyl 
substituent, including 2-(l -pyrrolidinyl)ethyl, 4-morpholinylmethyl, (1 -methyl-4- 
piperidinyl)methyl and the like. 

"Carboxy" refers to the group -C(0)OH. 

"Ci-C 6 -alkyl carboxy" refers to Ci-C 6 -alkyl groups having a carboxy substituent, including 
15 2-carboxyethyl and the like. 

"Acyl" refers to the group -C(0)R where R includes H, "Ci-C 6 -alkyl", "C 2 -C 6 -alkenyl", 
"C 2 -C 6 -alkynyl", "C 3 -C 8 -cycloalkyl", "heterocycloalkyl", "aryl", "heteroaryl", "Ci-C 6 -alkyl 
aryl" or "Ci-Q-alkyl heteroaryl", "(VCe-alkenyl aryl", "C 2 -C6-alkenyl heteroaryl", "C 2 - 
Qi-alkynyl aryl", "C 2 -C 6 -alkynylheteroaryl", "Ci-C 6 -alkyl cycloalkyl", "d-C 6 -alkyl 
20 heterocycloalkyl". 

"Ci-C 6 -alkyl acyl" refers to Ci-C 6 -alkyl groups having an acyl substituent, including 2- 
acetylethyl and the like. 

"Aryl acyl" refers to aryl groups having an acyl substituent, including 2-acetylphenyl and 
the like. 



"Heteroaryl acyl" refers to hetereoaryl groups having an acyl substituent, including 2- 
acetylpyridyl and the like. 

"C 3 -C 8 -(hetero)cycloalkyl acyl" refers to 3 to 8 membered cycloalkyl or heterocycloalkyl 
groups having an acyl substituent. 

"Acyloxy" refers to the group -OC(0)R where R includes H, "Ci-Ce-alkyl", "C 2 -C 6 - 
alkenyl", "C2-C6-alkynyl", "Ca-CVcycloalkyl", "heterocycloalkyl", "aryl", "heteroaryl", 
"Ci-Q-alkyl aryl" or "Ci-Q-alkyl heteroaryl", "C 2 -C 6 -alkenyl aryl", "C 2 -C 6 -alkenyl 
heteroaryl", "C 2 -C 6 -a]kynyl aryl", "C 2 -C6-alkynylheteroaryl", "Ci-C 6 -alkyl cycloalkyl", 
"Ci-C6-alkyl heterocycloalkyl". 

"Ci-Cg-alkyl acyloxy" refers to Ci-C 6 -alkyl groups having an acyloxy substituent, 
including 2-(acetyloxy)ethyl and the like. 

"Alkoxy" refers to 1he group -O-R where R includes "Ci-Ce-alkyl", "C 2 -C 6 -alkenyl", "C 2 - 
Ce-alkynyl", "Cs-Cs-cycloalkyl", "heterocycloalkyl", "aryl", "heteroaryl", "Ci-C 6 -alkyl 
aryl" or "Ci-C 6 -alkyl heteroaryl", "Cz-Ce-alkenyl aryl", "C 2 -C 6 -alkenyl heteroaryl", "C 2 - 
Ce-alkynyl aryl", "C 2 -C 6 -alkynylheteroaryr, "Ci-Cfi-alkyl cycloalkyl", "Ci-Q-alkyl 
heterocycloalkyl". 

"Ci-Cs-alkyl alkoxy" refers to Ci-C 6 -alkyl groups having an alkoxy substituent, including 
2-ethoxyethyl and the like. 

"Alkoxycarbonyl" refers to the group -C(0)OR where R includes "d-Q-alkyl", "C 2 -Ce- 
alkenyl", "C 2 -C 6 -alkynyl", "C 3 -Q-cycloalkyl", "heterocycloalkyl", "aryl", "heteroaryl", 
"d-Q-alkyl aryl" or "Ci-C 6 -alkyl heteroaryl", "C 2 -C 6 -alkenyl aryl", "QrCe-alkenyl 
heteroaryl", "C 2 -C6-alkynyl aryl", "C 2 -C 6 -alkynylheteroaryl", "Ci-C6-alkyl cycloalkyl", 
"Ci-C6-alkyl heterocycloalkyl". 

"Ci-C6-alkyl alkoxycarbonyl" refers to Ci-Ce-alkyl groups having an alkoxycarbonyl 
substituent, including 2-(benzyloxycarbonyl)ethyl and the like. 



"Aminocaibonyl" refers to the group -C(0)NRR' where each R, R' includes independent!} 
hydrogen, "C,-C 6 -alkyl", "C 2 -C 6 -alkenyl", "C 2 -C 6 -alkynyl", "C 3 -C 8 -cycloalkyl", 
"heterocycloalkyl", "aryl", "heteroaryl", "Ci-Qs-alkyl aryl" or "Cx-C 6 -alkyl heteroaryl", 
"C 2 -Q>-alkenyl aryl", "Q-Q-alkenyl heteroaryl", "C 2 -C<;-alkynyl aryl", "CVCg- 
alkynyweteroaryl", "d-Ce-alkyl cycloalkyl", "Ci-Ce-alkyl heterocycloalkyl". 

"Ci-C6-alkyl aminocarbonyl" refers to Ci-C«-alkyl groups having an aminocarbonyl 
substituent, including 2<dimethylaminocarbonyl)ethyl and the like. 

"Acylamino" refers to the group -NRC(0)R' where each R, R' is independently hydrogen, 
"Ci-Q-alkyl", "C 2 -C 6 -alkenyl", "C 2 -C 6 -alkynyl", "Ca-Cg-cycloalkyl", "heterocycloalkyl", 
"aryl", "heteroaryl", "Q-Qs-alkyl aryl" or "Ci-C 6 -alkyl heteroaryl", "C^Cg-alkenyl aryl", 
"C 2 -C 6 -alkenyl heteroaryl", "C 2 -C 6 -alkynyl aryl", "Cz-Ce-alkynylheteroaryl", "Ci-C 6 -alkyl 
cycloalkyl", "Ci-Q-alkyl heterocycloalkyl". 

"Ci-Cg-alkyl acylamino" refers to Q-Q-alkyl groups having an acylamino substituent, 
including 2-(propionylamino)ethyl and the like. 

"Ureido" refers to the group -NRC(0)NR'R" where each R, R', R" is independently ' 
hydrogen, "Q-Q-alkyl", "C 2 -Q-alkenyl", "C 2 -Q-alkynyl", "C 3 -C 8 -cycloalkyr, 
"heterocycloalkyl", "aryl", "heteroaryl", "Ci-C 6 -alkyl aryl" or "Ci-C 6 -alkyl heteroaryl", 
"C 2 -Q-alkenyl aryl", "C 2 -Q-alkenyl heteroaryl", "Q-Q-alkynyl aryl", "C 2 -Q- 
alkynylheteroaryl", "Ci-Q-alkyl cycloalkyl", "Ci-C 6 -alkyl heterocycloalkyl", and where R' 
and R", together with the nitrogen atom to which they are attached, can optionally form a 
3-8-membered heterocycloalkyl ring. 

"Ci-Ce-alkyl ureido" refers to Ci-Q-alkyl groups having an ureido substituent, including 2- 
(JV-methylureido)ethyl and the like. 

"Carbamate" refers to the group -NRQppR' where each R, R' is independently 
hydrogen, "Ci-C 6 -alkyl", "C 2 -Q-alkenyl", "C^Cg-alkynyr/'Ca-Cs-cycloalkyl", 
"heterocycloalkyl", "aryl", "heteroaryl", "Ci-Q-alkyl aryl" or "Ci-Q-alkyl heteroaryl", 



"C 2 -C 6 -alkenyl aryl", "Q-Ce-alkenyl heteroaryl", "C 2 -Q;-alkynyl aryl", "C 2 -C 6 - 
alkynylheteroaryl", "d-Q-alkyl cycloalkyl", "Ci-Q-alkyl heterocycloalkyl". 

"Amino" refers to the group -NRR' where each R, R' is independently hydrogen, "Ci-Qj- 
alkyl", "C 2 -C 6 -alkenyl", "C 2 -C 6 -alkynyl", "C 3 -C 8 -cycloalkyl", 'Tieterocycloalkyl", "aryl", 
"heteroaryl", "Ci-Q-alkyl aryl" or "Ci-d-alkyl heteroaryl", "C 2 -d-alkenyl aryl", "C 2 -C 6 - 
alkenyl heteroaryl", "d-Ce-alkynyl aryl", «C 2 -C 6 -alkynylheteroaryl", "d-Ce-alkyl 
cycloalkyl", "d-d-alkyl heterocycloalkyl", and where R and R', togelher with the 
nitrogen atom to which they are attached, can optionally form a 3-8-membered hetero- 
cycloalkyl ring. 

"d-d-alkyl amino" refers to d-d-alkyl groups having an amino substituent, including 2- 
(l-pyrrolidinyl)ethyl and the like. 

"Ammonium" refers to a positively charged group -N + RR'R", where each R, R',R" is 
independently, "d-Q-alkyl", «C 2 -d-alkenyl", "C 2 -C 6 -alkynyl", «C 3 -C 8 -cycloalkyl", 
"heterocycloalkyl", "Ci-C 6 -alkyl aryl" or "Q-Q-alkyl heteroaryl", "d-d-alkenyl aryl", 
"C 2 -C 6 -alkenyl heteroaryl", "d-d-alkynyl aryl", "d-Q-alkynylheteroaryl", "d-d-alkyl 
cycloalkyl", "Ci-C 6 -alkyl heterocycloalkyl", and where R and R% together with the 
nitrogen atom to which they are attached, can optionally form a 3-8-membered 
heterocycloalkyl ring. 

"Ci-Ce-alkyl ammonium" refers to Ci-C 6 -alkyl groups having an ammonium substituent, 
including 2-(l-pyrrolidinyl)ethyl and the like. 

"Halogen" refers to fluoro, chloro, bromo and iodo atoms. 

"Sulfonyloxy" refers to a group -OS0 2 -R wherein R is selected from H, "d-d-alky!", 
"Ci-Cfi-alkyl" substituted with halogens, e.g., an -OSOz-CFa group, "d-d-alkenyl", "C 2 - 
C«-alkynyl", "d-d-cycloalkyl", "heterocycloalkyl", "aryl", "heteroaryl", "Ci-C 6 -alkyl 
aryl" or "Ci-Q-alkyl heteroaryl", "d-d-alkenyl aryl", "C 2 -C 6 -alkenyl heteroaryl", "d- 



Q-alkynyl aryl", "d-Q-alkynylheteroaryl", "d-Q-alkyl cycloalkyl", "Ci-C 6 -alkyl 
heterocycloalkyl". 

"d-Q-alkyl sulfonyloxy" refers to d-Q-alkyl groups having a sulfonyloxy substituent, 
including 2-(methylsulfonyloxy)ethyl and the like. 

"Sulfonyl" refers to group "-S0 2 -R" wherein R is selected from H, "aryl", "heteroaryl", 
"d-Q-alkyl", "Ci-C 6 -alkyl" substituted with halogens, e.g., an-S0 2 -CF 3 group, "d-Q- 
alkenyl", "d-Q-alkynyl", "Q-Q-cycloalkyl", '•heterocycloalkyl", "aryl", "heteroaryl", 
"Ci-Cg-alkyl aryl" or "d-Q-alkyl heteroaryl", "C 2 -C 6 -alkenyl aryl", "C 2 -C 6 -alkenyl 
heteroaryl", "d-Q-alkynyl aryl", "d-Q-alkynylheteroaryr, "Ci-C 6 -alkyl cycloalkyl", 
'd-Q-alkyl heterocycloalkyl". 

"d-Q-alkyl sulfonyl" refers to d-Q-alkyl groups having a sulfonyl substituent, including 
2-(methylsulfonyl)ethyl and the like. 

"Sulfinyl" refers to a group "-S(0)-R" wherein R is selected from H, "d-Q-alkyl", ' ; 'd- 
Q-alkyl" substituted with halogens, e.g., an -SO-CF 3 group, "d-Q-alkenyl", "d-Q- 
alkynyl", "d-Q-cycloalkyl", "heterocycloalkyl", "aryl", "heteroaryl", "d-Q-alkyl aryl" 
or "d-Q-alkyl heteroaryl", "d-Q-alkenyl aryl", "d-Q-alkenyl heteroaryl", "d-Q- 
alkynyl aryl", "d-Q-alkynylheteroaryl", "d-Q-alkyl cycloalkyl", "d-Q-alkyl 
heterocycloalkyl". 

"d-Q-alkyl sulfinyl" refers to d-Q-alkyl groups having a sulfinyl substituent, including 
2-(methylsulfinyl)ethyl and the like. 

"Sulfenyl" refers to groups -S-R where R includes H, "d-Q-alkyl", "d-Q-alkyl" 
substituted with halogens, e.g., an -SO-CF3 group, "C 2 -Q-alkenyl", "d-Q-alkynyl", "d- 
Q-cycloalkyl", 'heterocycloalkyl", "aryl", "heteroaryl", "d-Q-alkyl aryl" or "d-Q-alkyl 
heteroaryl", "d-Q-alkenyl aryl", "d-Q-alkenyl heteroaryl", "C 2 -Q-alkynyl aryl", "C 2 - 
Q-alkynylheteroaryl", "d-Q-alkyl cycloalkyl", "d-Q-alkyl heterocycloalkyl". Preferred 
sulfonyl groups include methylsulfanyl, ethylsulfenyl, and the like. 
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"d-Oalkyl sulfanyl" refers to d-Q-alkyl groups having a sulfanyl substituent, including 
2-(efeylsulfanyl)ethyl and the like. 

"Sulfonylamino" refers to a group -NRS0 2 -R' where each R, R> includes independently 
hydrogen, "d-Cs-alkyl", "C 2 -C 6 -alkenyl", "d-Ce-alkynyl", "C 3 -C 8 -cycloalkyl", 
"heterocycloalkyl", "aryl", "heteroaryl", "d-Q-alkyl aryl" or "d-Q-alkyl heteroaryl", 
'<C 2 -C 6 -alkenyl aryl", "C 2 -Q;-alkenyl heteroaryl", "C 2 -C 6 -alkynyl aryl", "C 2 -C 6 - 
alkynylheteroaryl", "d-Q-alkyl cycloalkyl", "d-Q-alkyl heterocycloalkyl". 

"Ci-Q-alkyl sulfonylatnino" refers to Ci-C 6 -alkyl groups having a sulfonylamino 
substituent, including 2-(ethylsulfonylainino)ethyl and the like. 

"Aminosulfonyl" refers to a group -SO.-NRR where each R, R' includes independently 
hydrogen, "d-Q-alkyl", "C 2 -C 6 -alkenyl", "C 2 -C 6 -alkynyl", "C 3 -C 8 -cycloalkyl", 
♦•heterocycloalkyl", "aryl", "heteroaryl", "d-Q-alkyl aryl" or "d-CValkyl heteroaryl", 
"d-d-alkenyl aryl", "Q-Cs-alkenyl heteroaryl", "C 2 -C6-alkynyl aryl", "C 2 -C 6 - 
alkynylheteroaryl", "Ci-Q-alkyl cycloalkyl", "d-d-alkyl heterocycloalkyl". 

"Ci-Co-alkyl aminosulfonyl" refers to Ci-C 6 -alkyl groups having an aminosulfonyl 
substituent, including 2-(cyclohexylatninosulfonyl)ethyl and the like. 

"Substituted or unsubstituted" : Unless otherwise constrained by fee definition of the indi- 
vidual substituent, fee above set out groups, like "alkyl", "alkenyl", "alkynyl", "aryl" and 
"heteroaryl" etc. groups can optionally be substituted wife from 1 to 5 substituents selected 
from fee group consisting of "d-d-alkyl", "C 2 -CValkenyl", "C 2 -C 6 -alkynyl", 
"cycloalkyl", "heterocycloalkyl", "d-Ce-alkyl aryl", "d-Q-alkyl heteroaryl", "d-C*- 
alkyl cycloalkyl", "Ci-C 6 -alkyl heterocycloalkyl", "amino", "ammonium", "acyl", 
"acyloxy", "acylamino", "aminocarbonyl", "alkoxycarbonyl", "ureido", "carbamate", 
"aryl", "heteroaryl", "sulfinyl", "sulfonyl", "alkoxy", "sulfanyl", halogen", "carboxy", 
trfealomefeyl, cyano, hydroxy, mercapto, nitro, and the like. Alternatively said substitution 
could also comprise situations where neighbouring substituents have undergone ring 
closure, notably when vicinal functional substituents are involved, thus forming, e.g., 
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lactams, lactons, cyclic anhydrides, but also acetals, thioacetals, aminals formed by ring 
closure for instance in an effort to obtain a protective group. 

'Tharmaceutically acceptable salts or complexes" refers to salts or complexes of the below- 
identified compounds of formula (I) that retain the desired biological activity. Examples of 
5 such salts include, but are not restricted to acid addition salts formed with inorganic acids 
(e.g. hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid, nitric acid, and 
the like), and salts formed with organic acids such as acetic acid, oxalic acid, tartaric acid, 
succinic acid, malic acid, fumaric acid, maleic acid, ascorbic acid, benzoic acid, tannic acid, 
pamoic acid, alginic acid, poh/glutamic acid, naphthalene sulfonic acid, naphthalene 

10 disulfbnic acid, methanesulfonic acid and poly-galacturonic acid. Said compounds can also 
be administered as pharmaceutically acceptable quaternary salts known by a person skilled 
in the art, which specifically include the quarternary ammonium salt of the formula - 
NRJt',R" + Z", wherein R, R', R" is independently hydrogen, alkyl, or benzyl, Ci-Qj-alkyl, 
Ca-Q-alkenyl, C 2 -C 6 -alkynyl, Ci-C 6 -alkyl aryl, Ci-C 6 -alkyl heteroaryl, cycloalkyl, 

15 heterocycloalkyl, and Z is a counterion, including chloride, bromide, iodide, -O-alkyl, 

toluenesulfonate, methylsulfonate, sulfonate, phosphate, or carboxylate (such as benzoate, 
succinate, acetate, glycolate, maleate, malate, fumarate, citrate, tartrate, ascorbate, 
cinnamoate, mandeloate, and diphenylacetate). 

'Tharmaceutically active derivative" refers to any compound that upon administration to 
20 the recipient, is capable of providing directly or indirectly, the activity disclosed herein. 

"Enantiomeric excess" (ee) refers to the products that are obtained by an asymmetric syn- 
thesis, i.e. a synthesis involving non-racemic starting materials and/or reagents or a syn- 
thesis comprising at least one enantioselective step, whereby a surplus of one enantiomer in 
the order of at least about 52% ee is yielded. 

25 It was now found that sulfonamide derivatives according to formula I are suitable for the 
treatment of metabolic disorders mediated by insulin resistance or hyperglycemia, 
comprising diabetes type n, inadequate glucose tolerance, insulin resistance, obesity, 
polycystic ovary syndrome (PCOS). 
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La the compounds according to formula I the substituents are as follows : 




(") 



Y is an unsubstituted or a substituted 4-12-membered saturated cyclic or bicyclic alkyl ring 
containing at least one nitrogen atom (heterocycle), whereby one nitrogen atom within said 
ring is forming a bond with Ihe sulfonyl group of formula I, thus providing a sulfonamide. 

R 1 is selected from the group comprising or consisting of hydrogen, unsubstituted or a 
substituted Ci-Ce-alkoxy, unsubstituted or a substituted Ci-Qralkyl, unsubstituted or a 
substituted C 2 -C 6 -alkenyl, unsubstituted or a substituted Ca-Q-alkynyl, amino, sulfanyl, 
sulfinyl, sulfonyl, sulfonyloxy, sulfonamide, acylamino, aminocarbonyl, unsubstituted or a 
substituted Ci-Ce alkoxycarbonyl, unsubstituted or a substituted aryl, unsubstituted or a 
substituted heteroaryl, carboxy, cyano, halogen, hydroxy, nitro, hydrazide. 

More specifically, R 1 is selected from the group consisting of hydrogen, halogen (e.g. 
chlorine), d-Q alkyl (e.g. methyl or ethyl) or Ci-C 6 alkoxy (e.g. methoxy or ethoxy). Most 
preferred is halogen, in particlar chlorine. 

R 2 is selected from the group comprising or consisting of hydrogen, COOR 3 , -CONR 3 R 3 , 
OH, a d-C 4 alkyl substituted with an OH or amino group, a hydrazido carbonyl group, a 
sulfete, a sulfonate, an amine or an ammonium salt. Thereby, R 3 , R 3 ' are independently 
selected from the group consisting of H, d-Q-alkyl, C 2 -C 6 -alkenyl, aryl, heteroaryl, aryl- 
Ci-Cc-alkyl, heteroaryl-Ci-C 6 -alkyl. 



-13- 



According to one embodiment the cyclic amines Y have either of the general formulae (a) 
to (d) : 




unsubstituted or a substituted Ci-C 6 -alkyl, unsubstituted or a substituted C 2 -C 6 -alkenyl, 
unsubstituted or a substituted C2-C 6 -alkynyl, unsubstituted or a substituted C 4 -C 8 -cycloalkyl 
optionally containing 1 -3 heteroatoms and optionally fused with aryl or heteroaryl. 



Alternatively, L 1 and L 2 are independently selected from the group consisting of 
unsubstituted or a substituted aryl, unsubstituted or a substituted heteroaryl, unsubstituted 
or a substituted aryl-Ci-C 6 -alkyl, unsubstituted or a substituted heteroaryl-Ci-C 6 -alkyl, - 
C(0)-OR 3 , -C(0)-R 3 , -C(0)-NR 3 R 3 , -NR 3 *R 3 , -NR 3 C(0)R 3 , -NR 3 C(0)NR 3 'R 3 , -(SO)R 3 , - 
(S0 2 )R 3 , -NS0 2 R 3 , -S02NR 3 R 3 . 

Alternatively, L 1 and L 2 taken together may form a 4-8-membered, unsubstituted or a 
substituted saturated cyclic alkyl or heteroalkyl ring. 

are independently selected from the group consisting of H, unsubstituted or a 
substituted Ci-C6-alkyl, unsubstituted or a substituted C2-C6-alkenyl, unsubstituted or a 
substituted aiyl, unsubstituted or a substituted heteroaryl, unsubstituted or a substituted 
aryl-Ci-C 6 -alkyl, unsubstituted or a substituted heteroaryl-Ci-C 6 -alkyL 
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R 6 is selected from the group consisting of hydrogen, unsubstituted or a substituted Ci-C 6 - 

alkyl, Ci-C6-alkoxy, OH, halogen, nitro, cyano, sulfonyl, oxo (=0), and 

n' is an integer from 0 to 4, preferably 1 or 2. In one embodiment R 6 is hydrogen. 

In a further specific embodiment R 6 is H, L 2 is H, L 1 is — NR 3 R 3 ; where at least one of R 3 ' 
andR 3 is not hydrogen, but a substituent selected from the group consisting of straight or 
branched C 4 -Ci 8 -alkyl, aryl-d-ds-alkyl, heteroaryl-Ca-Cg-alkyl, d-Cn-alkyl substituted 
with a Ca-Cu-cycloalkyl or -bicyclo or -tricyloalkyl, and whereby said alkyl chain may 
contain 1-3 O or S atoms. 

In a more specific embodiment L 1 is -NHR 3 ; where R 3 is a straight or branched C 4 -Q 2 - 
alkyl, preferably a C 6 -Ci 2 -allcyl, optionally substituted with a cyclohexyl group or a benzyl 
group. 

In a even more specific embodiment Y is a piperidine group 




L 1 is -NHR 3 ; where R 3 is a straight or branched C 4 -Ci 2 -alkyl, preferably a C 8 -Ci 2 -alkyl, or 
a benzyl group. 
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Specific examples of compounds of formula I include the following: 

4-cUoro-JV-[5-(piperazine- 1 -sulfonyl)-1hiophen-2-yl-methyl] -benzamide 

4-Chloro-N- {5-[4-(3-trifluoromemanesulfonyl-phenylammo)-piperidine-l -sulfonyl]- 
thiophen-2-yhnethyl} -benzamide 

4-cbJoro-N-({5-[(4-pyridm-2-ylpiperazm-l-yl)sulfonyl]lMen-2-yl^ 

4-cMoro-N-[(5-{[4-(4-fluorobenzoyl)pi^ 

4-cMoro-N-{[5-({4-[4-(trifluoromemy^ 
yl]methyl}benzamide 

4-cMoro-N-({5-[(4-{2-nitrophenyl}pi^^ 

4-cMoro-N-({5-[(4-{4-nitrophenyl}piperazm-l-yl)sulfonyl]lWen-2-y^ 

4-chloro-N-[(5-{[4-(2-turoyl)piperazm-l-yl]sulfonyl}tm^ 

4-cWoro-N-[(5-{[4-(4-hydroxyphenyl)piperazm-l-yl]sulfonyl}tbien-2- 
yl)methyl]benzamide_ 

^cWoro-N-[(5-{[4-(2K)xo-2-pyiiolidm-l-ylemyl)piperazm-l-yl]s 
yl)methyl]benzamide 

4-cUoro-N-[(5-{[4-(2-morpholm-4-yl-2-oxoemyl)piperazm-l-yl]sulfonyl^ 
yl)methyl]benzamide 

4-cMoro-N-[(5- {[4-(pyridm-4-yl^ 
yl)methyl]benzamide 

4-cWoro-N-[(5-{[4-(2-lMen-2-ylemyl)piperazm-l-yl]sulfonyl}u^ 
yl)methyl]benzamide 
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4-cWoro-N-[(5-{[4-(3,5-dimethoxyphenyl)piperazin-l-yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

4-chloro-N-[(5- {[4-(cyclohexylmetiiyl)piperazm-l -yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

4-cMOTO-N-[(5-{[4-(2-me1hoxyphenyl)piperazin-l-yl]sulfonyl}thieii-2- 
yl)methyl]benzamide 

N-({S-[(4-benzylpiperazin-l-yl)s^ 

4-cMoro-N-[(5-{[4<2-phenylefhyl^^ 

4-cW OT o-N4(5-{[4<4-fluorobenzyl)pipera2in-l-yl]sulfonyl}tM^ 

4-cUoro-N4(5-{[M2-cyanophenyl)piperazin-l-yl]sulfonyl}tM^ 

4-cMoro-N-{[5<{4-[4-cMoro-3-(trifluorome1hyl)phenyl]piperazin-l-yl} 
yl]methyl}benzamide 

4-cMaro-N-[(5-{[4<3-pfceri<iin-^ 
yl)methyl]benzamide 

4-cUOTO-N-({5-[(4-{4-cWoro-2-iutiophenyl}piperazin-l-yl)sulfonyl]lM 
yl}mefhyl)benzamide 

4-chloro-N-[(5- {[4-(6-methylpyridin-2-yl)piperazin-l -yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 

4-cUoro-N-({54(4-hydroxy^pbenylpiperidin-l-yl)sulfonyl]lM^^ 

N-({5-[(4-benzoylpiperidin-l-yl)s^^ 

4-cbloro-N-[(5-{[4-(2-oxo-2,3-dihyd^ 
yl]sulfonyl}1bien-2-yl)methyl]benzamide 
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N-( {5-[(4-benzylpiperidin- 1 -yl)sulfoByl]thien-2-yl} methyl)-4-chIorobenzamide 

4-cMoro-N-({5-[(4-oxo-l-phenyl-^ 
yl}methyl)benzamide 

4-cMoro-N-{[5-({4-[2-(me1hyl^ 
yl]methyl}benzamide 

4-chloro-N-{[5-({4-[hydroxy(^ 
yl]methyl}benzamide 

4-chloro-N-[(5- {[4-(3-cyanopyrazin-2-yl)piperazin- 1 -yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

4-cMoro-N-({5-[(4-{5-ni^ 
yl}methyl)benzamide 

4-cMoro-N-{[5-({4-[3-cMor^ 
yl}sulfonyl)lMen-2-yl]methyl}benzamide 

4-cMoro-N- {[5-({4-[5-(trifluorometiiyl)pyridin-^ sulfonyl)thien-2- 
yl]methyl}benzamide 

4-cMoro-N-{[5-({4-[3-(trifto 
yl]methyl}benzamide 

4-cMoro-N-[(5-{[4-(2/4-difta^^ 
yl)methyl]benzamide 

methyl 5-{4-[(5-{[(4-cMorobei^^ 
(trifluoromethyl)thieno[3,2-b]pyridine-3-carboxylate 

ethyl 2-{4-[(5-{[(4-cWorobenzoyl)amino]me%l}thien-2^ 
cyano-6-methylnicotinate 
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4-cWoro-N-{[5-({4-[5-cyano-4,6-bis(dim^ 
yl} sulfonyl)thien-2-yl]methyl}benzamide 

4-chloro-N-{[5<{4-[6-mefliyl-2<trifIuorome1iyl)quinolin-4-yl]pi^ 
yl}sulfonyl)thien-2-yl]methyl}benzamide 

tert-butyl4-[(5-{[(4-cUorobenzoyl)amino]mefliyl}tlden-2-yl)sijlfo^ 
carboxylate 

2-{4-[(5-{[(4^Morobenzoyl)amino^^ 
oxo-5,8-dmydTopyrido[2,3-d]pyrimidiiie-6-carboxylicacid 

7-{4-[(5-{[(4-cMorobenzoyl)an^ 

fluoro-4-oxo-l,4-dihydro[l,8]n^hthyridiiie-3-carboxylicacid 

7.{4-[(5-{[(4-cWorobenzoyl)ammo]me1hyl}tMen-2-yl)sulfonyl]pi^ 
fluoro-4-oxo-l ,4-daydroquiiioline-3-carboxylic acid 

4-cMoro-N-[(5-{[4-(2^-dfliydro-l,4-^ 
yl]sulfonyl}thien-2-yl)methyl]benzaniide 

4-cMoro-N-{[5<{4-[(2E>3-phenylprop-2^^^^ 
yl]methyl}benzamide 

4^Moro-N-[(5-{[4-(3-phenylp^ 

4-cMoro-N-[(5-{[4-(3A5-trime1hoxyphenyl)piperazin-l-yl]sulfonyl}lM 
yl)methyl]benzamide 

N-[(5-{[4<4-tert-butyIbenzyl)piperazm-l-yl]sulfonyl}lM 
chlorobenzamide 

4-cbloro-N-[(5-{[4<4-fluoropheny^^^ 
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4-chloro-N-[(5- {[4-(2-hydroxyphenyl)pipeia2in-l-yl]sulfonyl}thieii-2- 
yl)methyl]benzamide 

4^hloro-N-{[5-({4-[4-(trffluoixme1iiyl)pyridin-2-yl]piperazin 
yl]methyl}benzamide 

4^Moro-N<(5-{[4-(5-cyanopyridin-2-yl^ 
yl)methyl]benzaniide 

tert-butyl 1 4(5-{[(4-cblorobenzoyl)an^^ 
ylcarbamate 

4-cWoro-N-({5-[(4-pheny]piperazin-l-yl)svdfonyl]tbien-2-yl}methyl)benz^ 

4-chloro-N- {[5-(piperidin-l -ylsulfonyl)thien-2-yl]mefhyl}benzamide 

4-cWcffo-N-[(5-{[4-(l-naphthyl)piperazm-l-yl]sidfonyl}tbien-2^ 

4-chloro-N-[(5-{[4-(3,4-dicbJorophenyl)piperaziii-l -yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

4-cMoro-N-{[5<{4-[3<tffluoromethy^ 
yl]methyl}benzamide 

4-cMoro-N-{[5-({34iydioxy-4-[3<tri^^ 
yl]methyl}ben2amide 

4^Moro-N-[(5-{[4-(2-methylpheny^ 

N-[(5-{[(lR,4R)-5-benzyl-2,5^ 
chlorobenzamide 

N-[(5-{[4-(benzyloxy)piperidin-l-yl]sul&nyl}tMen-2-yl)metbyl]-4^ 
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4-cMoro-N-[(5-{[4-(2-cMorodib^ 
yl]sulfonyl}thien-2-yl)methyl]benzamide 

N<4-cMorophenyl)-2-(5-{[4-^^^ 
yl]sulfonyl}thien-2-yl)acetamide 

4-cMoro-N-({5-[(4-hydroxypiperidin-l-yl)sulfonyl](Men-2-yl}m 

N-[(5-{[4-(4-acety^henyl)piperazin-l-yl]sulfbnyl>t^ 

4-cMoro-N-[(5-{[4-(3,5-(iicMoropy^^ 
yl)methyljbenzamide 

4-cMoro-N-[(5-{[4<3-methoxypheny^ 
yl)methyl]benzamide 

N _ ({5 _ [( 4-benzyl-4-hydr^^^ 

N . {[5 .({4-[(2-tert-butyl-lH-indol-5-yl)amino]piperidin-l-y^ 
4-chloiobenzamide 

4-<Moro-N-{[5<{4-[(phenylacetyl)amiao]piperidm-l-yl> 
yl]methyl}benzamide 

4-cMoro-N-[(5-{[4-(tetrahyd^^ 
yl)methyl]benzamide 

4-cMoro-N-[(S-{[4-(6-cMoropyri^^ 
yl)methyl]beozamide 

4-cMoto-N-[(5-{[4-(4^ 

N-[(5-{[4-(2H-l,2^-benzotriazol^^^ 
chlorobenzamide 
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4-cMoro-N-[(S-{[4-(4-cMorobenz^ 
4-cMOTO-N-({5^(4-phmoxypiperi^ 

N-{[5<{4-|>enzyl(methyl)ainino]piperidin-l-yl}sulfonyl)thien- 
chlorobenzamide 

4-chloro-N-{[5-({4-[3^2^dicMorophenyl)-lH-pyrazol-5-yl]piperidm-l-^^ 
2-yl]methyl}ben2amide 

4-cMoro-N-[(5-{[4-(5-tluen-2-yl-lH-py^ 
yl)methyl]benzamide 

4^Moro-N-[(5-{[4<2,3,4,5,6-pentam^ 
yl)methyl]benzamide 

i 

4-cMoro-N4(5-{[4-(phenylacetyl)-l,4Hiiaz€pan-l-yl]sulfonyl}fhien-2- 
yl)methyl]benzamide 

4-cMoro-N-{[5<{4-[5<4-me1hoxyph^^ 
2-yl]methyl}benzamide 

N-({S-[(4-anilinopiperidin-l-yl^ 

4^Woro-N-[(5-{[4-(3-phenyl-l,2,4-lMadiazol-5-yl)pipera2in-l-yl]sulfo 
yl)methyl]benzamide 

4-cMOTO-N-[(5-{[4-(2-phenylethy^ 

4-cMoro-N-({5-[(44M^tyfciperazi^ 

4-cMoro-N-({5-[(4-octylpiperazin-l^ 

N-[(S-{[4-(lH-l,23-benzotriazol-l-y^ 
chlorob enzamide 
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2.(5- {[4-(lH-l,2,3-benzotriazol- l-yl)piperidin-l-yl]sulfonyl}thien-2-yl)-N-(4- 
chlorophenyl)acetamide 

2-{l-[(5-{[(4-cWorobenzoyl)amino]methyl}tMen-2-yl)sulfonyl]piperidm 
benzotriazole-5-carboxylic 

4-cMoro-N-[(5-{[4-(5-cUoro-lH-l,2,3-benzotriazol-l-yl)piperidin-l-yl]s^^ 
yl)methyl]beiizamide 

methyl i-{H(S-{[(4~cMcmta 
l,2,3-benzotriazole-5-carboxylate 

methyl l-{l-[(5-{[(4-cM<Mobenzoyl)ammo]methyl}tW 
l,2,3-benzotriazole-6-carboxylate 

methyl 2- { l-[(5 - {[(4-cWorobenzoyl)ammo]methyl}lMen-2-yl)sulfonyl]piperi 
l,2,3-benzotriazole-5-carboxylate 

4-cMoro-N-[(5-{[4-(6-cWoro-lH-l^,3-benzotriazol-l-yl)piperidm-l-yl]s^ 
yl)methyl]benzamide 

4-cMoro-N-{[5<{4-[5<trffluoromemy^^^ 
yl} sulfonyl)thien-2-yl]methyl}benzamide 

N-[(5-{[4-(7-aza-lH-beozimidazol-l-yl)piperidm-l^ 
chloTobenzamide 

l.{l_[(5-{[(4-cUorobenzoyl)anmio]methyl}tbien-2-yl)sulfonyl]piperi 
benzotriazole-5-carboxylic 

l_{l_[(5-{[(4-cUorobenzoyl)ammo]me&yl}tWen-2-yl)sulfonyl]piperidm^ 
benzotriazole-6-carboxylic 
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N-[(5- {[4-(2-amino-9H-purin-9-yl)piperidm-l -yl]sulfonyl}thien-2-yl)merayl]-4- 
chlorobenzamide 

4-chloro-N-[(5- {[4-(9H-purm-9-yl)piperidin-l -yl]sulfonyl>thien-2-yl)methyl]benzamide 

N-[(5-{[4-(6-ammo-9H-purm-9-yl)pipOT 
chlorobenzamide 

4-cMoro-N-({5-[(4-{6-nitro-lH-ben7imida7ol-l-yl}piperidin-l-yl)sulfonyl] 
yl } methyl)benzamide 

4-cMoro-N-({S-[(4-{5-nitro-m-benz^ 
y 1 } methyl)b enzamide 

4-cMoro-N-[(5-{[4-(2H-l,2,3-triazol-2-yl)piperi(iin-l-yl]sulfonyl}tbiOT^ 
yl)methyl]benzamide 

N-[(5-{[4-(lH-benrimidazol-l-yl)p;p^ 
chlorobenzamide 

4-cMoro-N-{[5-({4-[3-propylanilmo]piperidm-l-yl}sulfon 

4-cMoro-N-{[5-({4-[3-(trifluoromemy^ 
yl]methyl}benzamide 

4-cMoro-N- {[5-({4-[3-(dmiemylaimno)aiiilmo]piperidin- 1 -yl} sulfonyl)tbien-2- 
yl]methyl}benzamide 

methyl 

4-cMoro-N-{[5-({4-[3-(memylsul^yl)amlmo]piperidm-l-yl}^ 
yl]methyl}benzamide 

4-cMoro-N-({5-[(4-{3-mtroanilmo}piperidm-l-yl)sulfonyl]m^ 
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4-cMoro-N-[(5-{[4-(2-me1hox^ 
yl)methyl]benzamide 

3 .({l_[(54[(4-cMorobenzoyl)amino]metiiyl}tMen-2-yl)sulfonyl]piperidm^ 
yl} amino)benzamide 

4-cMoro-N- {[5-({4-[2-(trifluoromethyl)anilino]piperidin- 1 -yl} sulfonyl)thien-2- 
yl]methyl}benzamide 

4-cMoro-N<{5-[(4-{2-mtro-4-[(t^ 
yl)svdfonyl]thien-2-yl}methyl)benzaniide 

4_cMoro-N-[(5-{[4-(4-cMoioan^^ 

4-chloro-N-{[5-({4-[4-(trifl^^ 
yl]methyl}benzamide 

4- c Moro-N<{5-[(4-{44(trifluorome^^^ 
yl}methyl)benzamide 

4-cMoro-N<{5-[(4-{2-itooaDil^ 

N _{[5_({4-[4-(aminocarbonyl)ani^^^ 
chlorobenzamide 

4-cHoro-N-{[5-({4-[4-(l,3-ditMolan-2-yl)amlino]piperidin-l^ 
yl]methyl}benzamide 

N-[(5-{[4-(3-cMoroanilino)piperi^^ 

4-cMoro-N-[(5-{[4-(3-cUoroanilino)piperidin-l-yl]sulfonyl}tW^ 

4-cMoro-N-[(5-{[4-(3-me1hoxyaniliB^^ 
yl)metbyl]benzamide 
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4-chloro-N- {[5-( {4-[3-(me1hylsxilfonyl)anaino]piperidin-l -yl} sulfonyl)thien-2- 
yl]methyl}benzamide 

N-({5-[(4-{3-[amino(imino)me^ 
chlorobenzamide 

4^Mc>ro-N-({5-[(4-{3-[(2-hydroxyethyl)sulfonyl]anilino}piperidm^ 
yl}methyl)benzamide 

N-[(5- {[4-(2-aminoanilino)piperidin- 1 -yl]sulfonyl} thien-2-yl)methyl] -4-chlorobenzamide 

4-cHOTO-N-[(5-{[4-(2-hydroxyanilino)piperidin-l-yl]sulfonyl}lWe 
yl)methyl]benzamide 

4-chloro-N-[(5- {[4-(4-hydroxyanilino)piperidiii- 1 -yl]sulfonyl}fbien-2- 
yl)methyl]benzamide 

4-cblaro-N-({5-[(4-{3-[(trifluorome^^ 
yl}mefhyl)benzamide 

4-chloro-N-[(5- {[4-(3-toluidino)piperidin-l -yl]sulfonyl}tbien-2-yl)methyl]benzamide 

4-chloro-N-({5-[(4- { [3-cMaro-S-(rtfluoromethyl)pyri^ 
yl)sulfonyl]tbJen-2-yl}methyl)benzamide 

4-cMoro-N-{[5-({4-[3-(13-oxazol-5-yl)anilino]piperidin-l-yl}sulfonyl)tW 
yl]methyl}benzamide 

N-[(5- {[4-(3-tert-butylamlino)piperidin-l-yl]sulfonyl}tbien-2- 
chlorobenzamide 

4-cbloro-N-[(5-{[4-(2-propylanib^^ 

4-chloro-N- {[5-({4-[(2,2-dioxido- 1 3-(iihydro-2-benzotbien-5-yl)amino]piperidin- 1 - 
yl}sulfonyl)tbien-2-yl]methyl}benzamide 
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4-cWoro-N-[(5-{[4-(2,3-dihy<ko-lH-inden-5-ylammo)piperidm^ 
yl)methyl]benzamide 

4-cMoro-N4(5-{[4-(4-propylairilm^ 

4-cMoro-N-[(5-{[4-({3-rritropyridm-2^ 
yl)methyl]benzamide 

N-{[S-({4-[(3-ammopyridm-2-yl)ammo^ 
chlorobenzamide 

N-[(5-{[4-([lJMriphenyl]0-ylammo)piperi^ 
chlorobenzamide 

N _[(5_ {[4-(3-beaizylamlmo)piperidin-l -yl]sulfonyl}tbien-2-yl)methyl]-4-cWorobenzamide 

4-cworo-N-[(5-{[4-(pyrimidm-2-yl^^ 
yl)methyl]benzainide 

4-cMoro-N-{[5-({4-[4-(moipholm^ 
yl]rnethyl}benzamide 

4-cMoro-N-({5-[(4-{[4-(tffluorome^ 
yl)sulfonyl]tMen-2-yl}memyl)beiKamide 

4-cMoro-N-[(5-{[4-(3-cyclohexyl-4-hydxoxya^ 
yl)methyl]benzamide 

N-({5-[(4-{3-[(butylammo)sulfonyl]an^ 
chlorobenzamide 

4-cWoro-N-[(5-{[4-(3-emylanilmo)piperidm-l-yl]sulfonyl}lM^ 

4-cWoro-N-[(5-{[4-(5,6J,8-tetrahydronaphmalen-l-ylammo)piperidm^ 
2-yl)methyl]benzamide 
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N-{[5-({4-[3-(aminosulfonyl)aiiiliiio]piperidiii-l -yl} sulfonyl)thien-2-yl]methyl}-4- 
chloxobenzamide 

4-cMoro-N-[(5-{[4-(qumolm-5-ylai^ 
yl)methyl]benzamide 

4-chloro-N-[(5- {[4-(quinolin-8-ylamino)piperidin- 1 -yl]sulfonyl}thien-2- 
yl)methyl]benzaiiiide 

4-Oiloro-N-[(5-{[4-(3-propylphenoxy)piperidiii- 1 -yl]sulfonyl} thien-2- 
yl)methyl]benzamide 

4-chloro-N- {[5-({4-[(2E)-3-phenylprop-2-enoyl]piperazin- 1 -yl} sulfonyl)tbien-2- 
yl]methyl}benzamide 

4-cMoro-N-({5-[(4-{4-nitK>be^^ 

N-({5-[(4-benzoylpiperazin-l-yl)^^ 

4-chloro-N-{[5-({4-[4-(trifluoio^^ 
yl]methyl}benzamide 

4-cMoro-N-{[5<{4-[4-(dime1hylanmo)benzoyl]piperazin-l-yl}sulfony 
yl]methyl}benzamide 

4-cMoro-N-[(5-{[4-(2-fluorobenzoyl^^^ 

4-cWoro-N-[(5-{[4-(2,6-dmuorobe!nzoy])pipetazin-l-yl]sulfonyl}11u 
yl)methyl]benzamide 

4-cMoro-N-[(5-{[4<3-fluorobenzoyl)^ 

4-cMoro-N-[(5-{[4-(2-naph1hoyl)pipe^^ 

4-cMoro-N-[(5-{[4-(l-naph1hoyl)pipe^^ 
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4-cMoro-N<{54(4-{2-iritrob e ^^^ 

4^moro-N4(5-{[4-(pyridin-3-ylcarbonyl)piperazin-l-yl]sulfony 
yl)methyl]benzamide 

N .[( 5 .{[4-(2,l 5 3-benzoxa(Hazol-5-ylcarbonyl)piperazin-l-yl]sulfonyl^ 
S chlorobenzamide 

4-cMaro-N4(5-{[4<2^-difluo^^ 
yl)methyl]benzamide 

4-cWoro-N-[(5-{[4<2A6-trifluorobenzoyl)piperazin-l-yl]sulfonyl}lM 
yl)methyl]benzamide 

10 4-cMaro-N4(5-{[4-(2,6-dicMoroben^ 
yl)methyl]benzamide 

4-cWoro-N-({5-[(4-heptanoylpiperazin-l-yl)sidfonyl]thien-2-yl} 

4-cMoro-N-[(5-{[4-(quinolin-8-yl^ 
yl)mefhyl]benzamide 

15 4-m1ro-N<{5-[(4-{3-[(trifluorom^ 
yl} methyl)benzamide 

N-[(5-{[4-(lH-1^3-benzotriazol-l-yl)piperi(iin-l-yl]sulfonyl}Men-2^ 
nitrobenzamide 

4-nilro-N-({5-[(4-{3-[(trifluOT^ 
20 yl}methyl)benzamide 

N-[(5-{[4-(2,4-difluorobenzoyl)piperidin-l-yl]sulfonyl}lWen-2-y^ 
nitrobenzamide 



-29- 

N-[(5- {[4-(lH- 1 ,2,3-benzotriazol-l -yl)piperidin-l-yl]sulfonyl}liiien-2-yl)methylJ-4- 
nitrobenzamide 

N-[(5- {[4-(lH-l ,2,3-benzotriazol-l -yl)piperidin-l -yl]sulfonyl}thien-2-yl)me1hyl]-3- 
nitxobenzamide 

4-nitro-N-({5-[(4-{3-[(trffluoromemy^ 
yl}methyl)benzamide 

N-[(S-{[4-(2,4-difluorobenzoyl)^ 
nitrobenzamide 

N-[(5-{[4-(lH-l,2,3-benzotriazol-l-yl)piperi^ 
nitrobenzamide 

3-nitxo-N-[(5- { [4-(3 -methoxyanilino)piperidin- 1 -yljsulfonyl} thien-2-yl)methyl]benzamide 

3-mtro-N-{[S-({4-[3-(trMuoromemyl)a 
yl]methyl}benzamide 

N-{[5-({4-[3-(dimemylammo)anilmo^ 
nitrobenzamide 

3-nitro-N-{[5-({4^3-(memylsulfonyl)^^ 
yl]methyl}benzamide 

3-mtro-N-{[5-({4-[3-(memylsulfanyl)anilmo]piperidm-l-yl} 
yl]methyl}benzamide 

N-{[5-({4-[3-(anmiosulfonyl)ani^ 
nitrobenzamide 

methyl 



-30- 

N-{[5-({4-[3-(ammocaifton^ 
nitrobenzamide 

3-nitro-N<{54(4-{3-mtioanflino}piperidm-l-yl)s^ 

3-mtro-N-[(5-{[4-(2-methoxyan^ 

3-mtoo-N-{[5-({4-[2-(trifluorome1hy^^ 
yl]methyl}benzamide 

3-nitto-N-({5-[(4-{2-nitroanilmo}piperidm-l-yl)sulfonyl]^ 

N _ [( 5_{ [4 -(4-cMoroanilmo)piperi^ 

3-nitro-N-{[5<{4-[4<trifluoromemyl^ 
yl]methyl}benzamide 

3_nitro-N-({5-[(4-{4-[(trifluorome^^ 
yl}methyl)benzamide 

N .{[ 5 .({4-[4-(ammocarbonyl)amlmo]piperidm-l-yl}sulfonyl)tM^ 
nitrobenzamide 

N-[(5-{[4-(3-propylanil^ 
N-[(5-{[4K3-dikw»i^ 

4-nitro-N-[(5-{[4-(3-memoxyanilmo)piperidin-l-yllsulfony^ 

4- m tro-N-{[5-({4-[3-(trffluoromethy^ 
yl]methyl}benzamide 

N _{ [5 _({4-[3-(dimethylarrimo) 
nitrobenzamide 

4-nitro-N-[(5-{[4-(3-propylain^ 



-31- 

4-mfro-N-{[5-({4-[3-(me%lsutfo^^ 
yl]methyl}benzamide 

4-mtro-N-{[5-({4-[3-(methylsulfanyl)aniliiio]piperidin-l-yl}sulfon^ 
yl]methyl}benzamide 

N-{[5-({4-[3-(ammosulfonyl)ai^ 
nitrobenzamide 

methyl 

3- {[l-({5-[({4-mtrobenzoyl}ammo)methyl]tMen-2-yl}sxilfonyl)pi^ 
yl]amino}benzamide 

4- ito-N-({5-[(4-{3-mtroaiii^ 

4-tritro-N-[(5-{[4-(2rmemoxyanilmo)piperidm-l-yl]sinfonyl}tbi 

4-nitro-N-{[5<{4-[2-(tffluoromemyl)anu^^ 
yl]memyl}benzamide 

4-nitro-N<{5-[(4-{2-nitroain^ 

N-[(S-{[4-(4-cMoroaiiilino^ 

4-nitro-N-{[5-({4<4-(tffluoromemyl)an^ 
yl]methyl}benzamide 

4-nitro-N-({S-[(4-{4-[(trif^ 
yl}methyl)benzamide 

N-{[5<{4-[4-(ammocaibonyl)am^ 
nitrobenzamide 



-32- 

N . {[ 5<{4-[4-(l s 3-ditbiolan-2-yl)anilmo]piperidin-l-y^ 
nitrobenzamide 

N<{5-[(4-{3-[amino(iniino)mefliyl]amlino>p^ 
nitrobenzamide 

N<{5-[(4-{3-[(2-hydroxye1hyl^ 
yl}methyl)-3-nitrobenzamide 

NK{5^(4-ain^opiperidm-l-yl)^^ 

N _({5^(4-{3-[(2-hy<koxyemyl)sulfon^^ 
yl}methyl)-4-nittobenzamide 

N<{S-[(4-anflmopiperi^^ 

N . ({5 _ [( 4-{3-[animo(niimo)methyl]anilmo>piperito 
nitrobenzamide 

3- nitro-N-({5-[(4-{3-[(1rifluoromemyl)sulfanyl]anilmo}piperi^^ 
yl}methyl)benzamide 

4- nitro-N<{5-[(4-{3-[(trifluoromemyl)sulfenyl]anilmo}piperi 
yl}methyl)benzamide 

3.nitro-N-[(5-{[4-({3-nitropyridm-2-yl}ammo)piperidm-l-yfl 
yl)methyl]benzamide 

N-{[5<{4-[(2,2^oxido-l,3-(imydro-2-benzolMen-5-yl)ammo]pipOT 
yl}sulfonyl)tMen-2-yl]memyl}-3-mtrobenzamide 

N-[(5-{[4<2£-dfcydro-lH4nd^^ 
nitrobenzamide 

3-nitro-N-[(5-{[4-(2-propyla^ 



-33- 

3-mtro-N-[(5- {[4-(4-propylan^ 
N-[(5-{[4-(3-tert-butylanmno)^^ 

3_I ^-N-{[5-({4-[3-(l,3-oxazol-5-yl)aiiilino]piperidin-l-yl}sulf<myl)tW 
yl]methyl}benzamide 

3-nitro-N-[(5-{[4-(2-phenyle^ 

N-({5-[(4-{[3-cMoro-5-(trifluorome^ 

2- yl}methyl)-3-nitrobenzamide 

N-[(S-{[4-([UMriphenyl]-3-ylamin^^ 
nitrobenzamide 

N-[(5- {[4-(3-benzylanilino)p^eridin-l-yl]sulfonyl}tbien-2-yl)m 

3- ni1io-N-{[5-({4-[3-(moroholm-4-yk^ 
yl]methyl}benzamide 

3- nitro-N-[(5-{[4-(3-propylphenoxy)piperidm-l-yl]sulfonyl}tWen-2-^^ 

4- nitro-N-[(5-{[4-(pyrimidm-2-ylamino)piperidm^ 
yl)methyl]benzamide 

N-{[5-({4-[(3-ammopyridm-2-yl)ammofr^ 
nitrobenzamide 

4-nitro-N-[(5-{[4-({3-nitrc^yri^ 
yl)methyl]benzamide 

N-[(5-{[4-(2,3-dihydro-lH-mden-5-ylammo)piperidm-l-yl]sulfonyl}t^ 
nitrobenzamide 

4-nitro-N-[(5-{[4-(2-propylaim^o)piperid^^ 



-34- 

4-iiitro-N-[(5-{[4-(4-propylanilino)piperito 
N4(5-{[4-(3-1^-butylaiulmo)piperidin-l-yl]sul^ 

4-nitro-N-{[5-({4-[3-(13-oxazol-5-yl)a^^ 
yl]mefhyl}benzamide 

4-riteo-N-[(5-{[4-(2-phe^ 

N^{5-[(4-{[3-(Moro-5<trifluoKm^ 
2-yl}methyl)-4-ni1robenzaxnide 

N _ [(5 _{[4<[l,l^biphenyl]-3-ylam^^ 
nitrobenzamide 

N-[(S-{[4-(3-benzylan^^ 

4-mtro-N-{[5-({4-[3-(moipholin-4-ylsulfonyl)anilino]piperi^ 
yl]methyl}benzamide 

N-[(5-{[4-(2-aminoanilino)p^dm-l-yl]sulfbnyl} 

3-m1ro-N-[(5-{[4-(pyriirudin-2-ylamino)piperi 
yl)methyl]benzamide 

N _{ [5 _({4-[(3-aminopyridm-2-yl)a^ 
nitrobenzamide 

N .({54(4-{2-nitro-4-[(trmuoromemyl)sulfonyl]anilmo}piperi^ 
yl} methyl) -3 - methoxyb enzamide 

3-mtro-N-[(5-{[4-(3-phenylp^ 

3-nitro-N-({5-[(4-{[4-(trifluor^^ 
2-yl}methyl)benzamide 



-35- 

N-[(5- {[4-(3-cyclohexyl-4-hydroxyanilino)piperiditt- 1 -yl]sulfonyl}thien-2-yl)methyl]-3- 
nitrobenzamide 

N-( {5-[(4- {3-[(butylamino)sulfonyl]anilino}piperidin- 1 -yl)sulfonyl]tMen-2-yl}methyl)-3- 
nitrobenzamide 

N-[(5-{[4-(3-ethylaiulino)pip^^ 

3- nitro-N-[(5-{[4-(5,6,73-teti^ydronaph^ 
yl)methyl]benzainide 

4- mtro-N-[(5-{[4-(3-propylphenoxy^ 

N-[(5-{[4-(2,4-difluorobenzoyl)piperidm-l-yl]sulfonyl}tWen-2-yl)methyl]-3- 
nitrobenzamide 

N-[(5-{[4-(2,4-difluorobenzoyl)piperidin-l-yl]sulfonyl}11uen-2-yl)methyl]-3- 
methoxybenzamide 

2-Hydroxy-N-({5-[(4-{3-[(trifto 

2- yl}methyl)benzamide 

N-[(5- {[4-(lH- 1 ,2,3-benzotriazol-l -yl)piperidin-l -yl]sulfonyl}thien-2-yl)methyl]-3- 
methoxybenzamide 

N-[(5- {[4-(lH-l ,2,3-benzotriazol-l-yl)piperidin-l -yl]sulfonyl}tbien-2-yl)mefhyl]-2- 
hydroxybenzamide 

N-{[5-({4-[4-(l,3-(UMolan-2-yl)amlino]piperidin-l-yl}sulfonyQ^ 
nitrobenzamide 

3- methoxy-N-[(5-{[4-(3-mel!ioxyanilmo)p^eridin-l-yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 



-36- 

3-memoxy-N-{[5-({4-[3-(trifluoro^^ 
yl]methyl}benzamide 

N .([ 5 _({4-[3-(dimethylamino)anilino]piperidm-l-yl}sulfony^ 
methoxybenzamide 

5 3-methoxy-N-[(5- {[4-(3-propylamMo)piperidin-l-yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

3-memoxy-N-{[5-({4-[3-(memylsulfony^^ 
yl]methyl}benzamide 

3-memoxy-N-{[5-({4-[3-(memylsu^ 
10 yl]memyl}benzamide 

N _{ [5 _({4-[3-(ammosulfonyl)an^ 
methoxybenzamide 

methyl 

N -{[5-({4-[3-(airrinocaito^ 
15 methoxybenzamide 

3-memoxy-N-[(5-{[4-(2-memoxyamlmo)ph3eridm-l-yl]suJfony 
yl)methyl]benzamide 

N . ({ 5. [( 4-{3-nitroamlmo}piperi(im-l-yl)sulfonyl]^ 

3-memoxy-N-{[5-({4-[2-(trifluoromemyl)amlmo]piperidm-l-y^ 
20 yl]methyl}benzamide 

N-({5-[(4-{2-nitroanilmo}piperidm-l-yl)sulfonyl]tM^ 

N _{[ 5 _({4-[4-(ammocaibonyl)an^^ 
methoxybenzamide 



-37- 

N-{[5-({4-[4-(l,3-ditWolan-2-yl)M 
methoxybenzamide 

N-[(5- {[4-(3-chloroanilino)piperidiii-l -yl]sulfonyl}thien-2-yl)methyl]-3- 
methoxybenzamide 

N-[(5-{[4-(4-cMoroanilino)piperidin-l-yl]sulfonyl}tUen-2-yl)me1hyq 
methoxybenzamide 

3-memoxy-N<{S<(4-{4-[(trifluoromemyl)s^ 
yl}methyl)benzamide 

N<{S-[(4-{3-[ammo(immo)memyl]amlm^ 
methoxybenzamide 

N-({5-[(4-{3-[(2-hyd^oxyemyl)sulfonyl]amlmo}piperi<im-l-yl)svdfonyl]^ 
yl } methyl)-3 -methoxybenzamide 

3-memoxy-N-({5-[(4-{3-[(tiMuoromemyl)sri^^ 
yl}methyl)benzamide 

N-({5-[(4-anmnopiperi(lm-l-yl)siilfonyl]tmen-2-yl}memyl)-3-mem 

3-methoxy-N-( {5-[(4- {3-[(trifluoromemyl)svd^yl]anilmo}piperidin- 1 -yl)sulfonyl]thien-2- 
yl}methyl)benzamide 

N-[(5- { [4-(4-hydmxyanm^o)piperidin- 1 -yl]sulfonyl} thien-2-yl)methyl]-3- 
methoxybenzamide 

3- ni1io-N-({5-[(4-{3-[(trmuoromemyl)sulfanyl]amlmo}piperi 
yl}methyl)benzamide 

4- mto-N-({5-[(4-{3-[(trffluoiome%^ 
yl}methyl)benzamide 



-38- 

N-[(5- {[4-(2-hydroxyanilino)piperidin-l -yl]sulfonyl}thien-2-yl)methyl]-3- 
methoxybenzamide 

3-memoxy-N-[(5-{[4-(pyrimito^ 
yl)methyl]benzamide 

5 N-{[S<{4-[(3-ammopyridm-2-yl)^ 
methoxybenzamide 

N -[(5-{[4-({3-mtropyridiB-2-yl}a^ 
methoxybenzamide 

N-{[5-({4-[(2^dioxido-l,3-dmydro-2-benzotmen-5-yl)ammo]piperid^^ 
10 yl} smfonyl)1bien-2-yl]me1hyl}-3-methoxybenzamide 

N . [( 5. { [4-(2,3-dmydro-lH-mden-5-ylammo)piperidm-l-yl]smfo^^^ 
methoxybenzamide 

3-methoxy-N-[(5- {[4-(2-propylanilmo)piperidm-l -yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

15 3-methoxy-N-[(5- {[4-(4-propylanilino)piperidin-l -yl]smfonyl}thien-2- 
yl)methyl]benzamide 

N-[(5-{[4-(3-teit-butylaimmo)piperi^ 
methoxybenzamide 

N-({5-[(4-{[3-cWoro-5-(trifluoromemyl)pyridm-2-yl]ammo}piperid^^ 
20 2-yl} methyl)-3 -methoxybenzamide 

3-memoxy-N-{[5-({4-[3-(13^xazol-5-yl)aimmo]piperidm-l-yl}sm^^ 
yl]methyl}benzamide 



-39- 

N-[(5- {[4-([l ,1 '-biphenyl]-3-ylamino)piperidin-l -yl]sulfonyl}thien-2-yl)methyl]-3- 
methoxybenzamide 

3-methoxy-N-[(5- {[4-(3-propylphenoxy)piperidin- 1 -yl]sulfonyl}thien-2- 
yl)memyl]benzamide 

3-me1hoxy-N-{[5-({4-[3-(moipholin-4-ylsulfonyl)aiiilmo]piperi 
yl]methyl}benzamide 

3-me1hoxy-N-[(5-{[4-(2-phenylethyl)pipeiidin-l-yl]sidfonyl}thien-2 

N-[(5-{[4-(3-benzylamlmo)piperi^ 
methoxybenzamide 

3-methoxy-N-[(5-{[4-(3-phenylpropyl)piperazin-l -yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 

3-methoxy-N-({5-[(4-{[4<trifluorom^ . 
yl)sulfonyl]lhieii-2-yl}methyl)ben2amide 

N-[(5-{[4-(3-cyclohexyl-4-hydioxyain^o 
methoxybenzamide 

N-({5-[(4-{3-[(butylamino)su^ 
methoxybenzamide 

N-[(5-{[4-(3-emylamlmo)piperidm-l-yl]sulfonyl}thien-2-yl)mem^^^ 

3-memoxy-N-[(5-{[4<5,6J,8-tetrahydionap 
yl]sulfonyl}thien-2-yl)methyl]benzamide 

N-[(5-{[4-(lH-lA3-benzotriazol-l-yl)pipe^ 
1 H-pyrazole-3 - carboxamide 



-40- 

N-[(5-{[4«ffl-lA34»^ 

1 ,2-dihydropyridjne-3-carboxamide 

N-[(5-{[4-(lH-l,2,3-benzot^^ 
l^-dihydropyridine-3-carboxamide 

N^(5-{[4<1H-I,2>ben»^a^^ 
dibydroxybenzamide 

N - [( 5-{[4<lH-lA34>en Z ^^ 
2-carboxamide 

Ar-( { 5-[(4-heptanoylp^^ 

4-cUoro-N-[(5-{[4-(3-p^^ 

4-cMcm>-N4(5-{[4-(3-^^ 

4-cUoro-N-[(5-{[4-(3-mefhoxyamlino)pip^ 

4-cMoro-N-{[5-({4-[3-(trifl^ 
furyl]metbyl}benzamide 

4-cMoro-N-{[5<{4-[3-(dimethyla^ 
furyl]methyl}benzamide 

4-cUoro-N-{[5-({4-[3Kmethylsulfonyl)aiiaino]pipeTidin-l-y^ 
furyl]methyl}benzamide 

0 4- c hloro-N-{[5<{4-[3-(me1hyk^ 
fuiyl]methyl}benzamide 



-41- 

N-{[S-({4-[3<ammosutfonyl)ani^ 
chlorobenzamide 

methyl 3<{l-[(5-{[(4-chlorobenzoyl)amino]metliyl}-2-finyl)si^ 
yl} amino)benzoate 

3- ({l-[(5-{[(4-cWon>benzoyl)ammo]memyl}-2-furyl)sulfonyl]pip 
yl} amino)benzamide 

4- cMaro-N^{5-[(4-{3-nitroanilmo}piperidm-l-yl)sulfonyl]-2-^ 

4-chloro-N-[(5-{[4-(2-memoxyanilmo)piperidm-l-yl]sulfonyl}-^ 

4-cMoro-N-{[5<{4-[2<trifluoromethyl)anilmo]piperidm-l-yl}s^ 
furyl]methyl}benzamide 

4-cMoro-N-({5-[(4-{2-mtroarrilm^^ 

4-cMoro-N-[(5-{[4-(4-cMoroardl^ 

4-chloro-N- {[5<{4-[4-(trifluoromemyl)amlino]piperidin-l-yl}sulfonyl)-2- 
furyl]memyl}benzamide 

4-cMoro-N-({5-[(4-{44(Mfluoromemyl)sulfonyl]amlmo}piperidm-l- 
furyl}memyl)benzamide 

N-{[5-({4-[4-(ammocamonyl)anil^ 
chlorobenzamide 

4-cMoro-N-{[5-({4-[4-(l,3-dilmolan-2-yl)aim^o]piperidm-l^ 
furyl]methyl}benzamide 

N-({5-[(4-{3-[ammo(immo)memyl]amlmo}piperidm^ 
chlorobenzamide 



-42- 

4-cMoro-N<{54(4-{3-[(trifluorom^ 
furyl}mefhyl)benzamide 

N-({5-[(4-anilinopipe^^ 

4-mtro-N-({5-[(4-{3-[(trifluorom^ 
furyl}methyl)benzamide 

4-cMoro-J^({5-[(3-{34(trffluorome&yl)sulfonyl]anilino}pyrroHdin- 
yl}methyl)benzamide 

4-cWoro-J^({5-[(4-{3-[(trifluoromethyl)sulfonyl]anilmo}^ 
yl}methyl)benzamide 



5-{[(3<netboxybenzoyl)am^ 

anilmo}piperidin-l-yl)sulfonyl]tbiophene-3-carboxyUcacid 

5-{[(3-metooxybenzoyl)am^ 
yl]sulfonyl}thioph©Qe-3-carboxylic acid 

N<2-hydroxyethyl)-5-{[(3-methoxy^ 
metbyl)sulfonyl]aiiil^^ 

N-({4-(hydrazmocaAonyl)-5-[(4-{3-[(trifluoromethyl)sulfonyq 
yl)sulfonyl]duen-2-yl}methyl)-3-methoxybenzamide 

5-{[(3-methoxybenzoyl)a^o^ 
amlino}pipetidin-l-yl)sulfonyl]lW(^beneO-caxboxam 

N-[2<dime1bylamino)ethyl]-5-{[(3-methoxybenzoyl)anmo]m 
[(trmuorome%l)sulfonyl]amlino}piperidin-l-yl)^^ 



-43- 



N-({4-(hydroxymethyl)-5-^ 
yl)sulfonyl]tMen-2-yl}me1liyl)-3-methoxybe!nzainide 

4^bloro-N-[(5-{[4-(hexylamino^ 

3- Methoxy-N-{[5-({4-[(4-trifluor^^ 
yl]methyl}benzamide 

4- cMoro-N-[(5-{[4-(l,3-thiazol-2-ylairuno)piperidin-l-yl]sulfonyl}tW 
yl)methyl]benzamide 

4-cMoro-N-[(5-{[4-(heptylamiii^^^ 
4-cMoro-N-[(5-{[4-(pen1ylamin^^ 

4-cMoro-N-[(5-{[4-(butylamino)piperidin-l-yl]sulfonyl}tMen-2 
4-cMoro-N-[(5-{[4-(dodecylami^ 

4-cMoro-N-{[S-({4-[(2-cyclohexylethyl^ 
yl]methyl}benzamide 

4-cMoro-N-{[S-({4-[(cyclohexylme^ 
yl]methyl}benzamide 

4-cMoro-N-({5-[(4-{[(lR)-l-cyclohexylethyl]amino}piperidin-l-yl)sulfonyn^ 
yl}methyl)benzamide 

N- {[5-({4-[(lR,2R,4S)-bicyclo[2.2.1]hept-2-ylamino]piperidm-l -yl} sulfonyl)tbien-2- 
yl]methyl} -4-chlorobenzamide 

4-cMoro-N-{[5-({4-[(2-propoxye1hyl^ 
yl]methyl}benzamide 
N-{[S-({4-[(l-adamantylme1hyO^^ 
chlorobenzamide 

4-cMOTO-N-{[5-({4-[(2-pyridm-2-yle^ 
yl]methyl}benzamide 

4-cMoro-N-{[5-({4-[(2-piperidm-l-ylethyl)amino]piperidin-l-yl}sulfon^ 
yl]methyl}benzamide 

4-cMoro-N-{[5-({4-[(2-ethymexyl)airdmo]piperi(lin-l-yl}sulfonyl)tbien^ 
yl]methyl}benzamide 

4-cMoro-N<{54(4-{[3-(lH-imidazol-^ 
yl}methyl)benzamide 

4-cMaro-N-[(5-{[4-(oc1ylami^ 

N-[(S-{[4-(b^tylamino)pipm^ 

3-me1hoxy-N-[(5-{[4-(octylamino)piperidm-l-yl]sulfonyl}tbien-2-yl)m 



-44- 



3-memoxy-N4(5-{[4-(pentylamm^^ 

N _[(5-{[4-(butylammo)piperidm-^ 

N-[(5-{[4-(dodecylami^ 

N .{[5_({4-[(2^clohexylethyl)amino]piperidm-l-yl}sulfonyl)lM 
methoxybenzamide 

N<{5-[(4-{[(lR>l^clohexylefliyl]anuno}piperidin-l-yl)sulfo 

methoxybenzamide . . _ 

N .{[ 5 .({4-[(lR J 2R,4S)-bicyclo[2.2J]hept-2-ylammo]pipendm-l-yl}smfonyl)tm 

yl]methyl} -3 -methoxybenzamide 
3-memoxy-N-{[5-({4-[(2-propoxye^ 

yllmethyl}benzamide ..una 
N-{[5^{4-[(l-adamantymiemyl)am^ 

methoxybenzamide n _ 

N .{[ 5 .({4-[(3,3^emoxypropyl)ammo]piperidm-l-yl}sulfonyl)tm 

methoxybenzamide , Jf , 1J? . 0 

3-memoxy-N-{[5-({4-[(3-moipholm-4-y^ 

yl]methyl}benzamide 

3-methoxy-N- {[5<{4-[(2-pyri(im-2-ylemyl)ammo]piperidin-l -yl} sulfonyl)thien-2- 

Ynmethyl}benzamide ,„ . 

tmemoW-N-{[5-({4-[(2-piperidm-l-ylemyl)ammo]piperi^ 

yl]methyl}benzamide 
N _{[5_({44(2-emymexyl)anuno]piperid^^ 

methoxybenzamide _ 1N 

N _({54(4-{[3<lH-mn^ol-l-yl)propyy 

3 -methoxybenzamide , . , 

N-[(5-{[4-(hexylanmio)piperidm-^ 

N-[(5-{[4-(heptylammo)azepan-l-yl]sulfonyl}thien-2-yl)memyl] 

3-memoxy-N-[(5-{[4<oc1ylammo)az^ 

3-memoxy-N4(5-{[4-(pentylan^ 

N .[( 5 .{[4-(bu1ylammo)azepan-l-yl]smfonyl}1hien-2-yl)memyl]-3 
N .[(5.{[4-(dodecylammo)azepan-l-yl]smfonyl}tmen-2-yl)memyl] 

N .{[5„({4_[(2-cyclohexylemyl)ammo]azepan-l-yl}sulfonyl)thien-2-^^^ 

methoxybenzamide ,„ ... 1N _ 

N<{5^(4-{[(lR)-l-cyclohexylemyl]ammo}azepan-l-yl)smfonyl]thien-2^ 

methoxybenzamide 
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N-{[5-({4-[(lR,2R,4S)-bicyclo[2.2.1]hept-2-ylam^ 
yl]methyl} -3-methoxybenzamide 

3-methoxy-N-{[5-({4-[(2-propoxye1hyl)amino]azepan-l-yl}sulfonyl)tiuen-2- 

yl]methyl}benzamide 

N- {[5-({4-[(cyclohexylmethyl)^ 

methoxybenzamide 

N-{[5-({4-[(l-adamantylmemyl)ammo]aze^ 
methoxybenzamide 

3-memoxy-N-{[5-({4-[(3-moroholm-4-ylpropy^ 
yl]methyl}benzamide 

3 -methoxy-N- {[5-( {4-[(2-pyridin-2-ylethyl)amino]azepan- 1 -yl} sulfonyl)thien-2- 
yl]methyl}benzamide 

3- memoxy-N-{[5-({4-[(2-p^eridm-l-ylethyl)ammo]azepan-l-yl}sulfonyl)lW 
yl]methyl}benzamide 

N-{[5-({4-[(2-emylhexyl)ammo] 
methoxybenzamide 

N-({5-[(4-{[3-(lH-imidazol-l-yl)propyl]ammo}azepan-l-yl)sulfonyl]Men-2-yl}m 
methoxybenzamide 

4- chloro-N- [(5- { [4-(heptylamino)azepan- 1 -yl]sulfonyl} thien-2-yl)methyl]benzamide 
4-cUoro-N-[(5-{[4-(octyIamino)azepan-l -yl]sulfonyl}thien-2-yl)methyl]benzamide .... 
4-chloro-N-[(5- { [4-(pentylamino)azepan- 1 -yl]sulfonyl}thien-2-yl)methyl]benzamide 
N-[(5-{[4-(bu1ylanimo)azepan-l-yl]sulfonyl}thien-2-yl)me^ 

4-chloro-N-[(5- { [4-(dodecylamino)azepan- 1 -yljsulfonyl} thien-2-yl)methyl]benzamide 

4-cMoro-N-{[5<{4-[(2-cyclohexylemyl)annno]azepan-l-yl}sulfonyl)thien- 
yl]methyl}benzamide 

N-{[5<{4-[(l]^2R,4S)-bi(^clo[2.2.1]hept-2-ylamino]azepan-l-yl}sulfonyl)thi 
yl]methyl} -4-chlorobenzamide 

4-cMoro-N-{[5-({4-[(2-propoxyethyl)ammo]azepan-l-yl}sulfonyl)thien-2- 
yl]methyl}benzamide 

4K;Moro-N-{[5-({4-[(2-ethymexyl)ammo]azepan-l-yl}sulfonyl)1hien-2- 

yl]methyl}benzamide 

4-cMoro-N-[(5-{[4-(hexylanrao)azepan^ 

N-[(5-{[4-(hexylammo)azepan-l-yl]su^ 

3-memoxy-N-[(5-{[4-({2-[3-(trffluoromethyl)phenyl]emyl}annno)piperi 
yl]sulfonyl}thien-2-yl)methyl]benzamide 
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3-methoxy-N-({5-[(4-{[2-(4-memy^ 
yl}memyl)benzamide 

3-methoxy-N-({5-[(4-{[(lS,2R>2-pheny 
yl}methyl)benzamide 

3-meflioxy-N-{[5<{4-[(l-naphthylmethyl)amino]piperidin-l-yl} 
yl]methyl}benzamide 

3-me1hoxy-N-{[5-({4-[(2-phenylpropyl)ammo^ 

yl]methyl}benzamide 
N-({5-[(4-{[2-(4-hydroxyphenyl)emyl]am^ 
methoxybenzamide 

3-methoxy-N-{[5<{4-[(3-phenylpropyl)amino]piperidin-l-yl}sulf^^ 
yl]methyl}benzamide 

N-{[5-({4-[(23-dihydroxypropyl)aiimio]piperidin-l-yl}sulfonyl)t^ 
methoxybenzamide 

N-{[5-({4-[(2-hydroxyemyl)ammo]piperidm-l-yl}sulfonyl)lMen-2-yl]me^ 
methoxybenzamide 

3-methoxy-N-[(5-{[4-(nonylammo)piperi^ 
3Hmethoxy-N-[(5-{[4-(decylaimro 
3-memoxy-N-[(5-{[4-(emylammo)p^ 
N _{[5-({4-[(2-[l,l'-biphenyl]^ 

methoxybenzamide _ , v , . . _ „ _ 

N _{[5_({4-[([l,lM5iphenyl]-3-y]memyl)a^ 

methoxybenzamide 

3-methoxy-N-{[5^{4-[(2-tMen-2-ylemyl)ammo]piperidm-l-yl}sulfonyl)tm 

yl]methyl}benzamide . 

3 -methoxy-N-[(5 - { [4-( {4-[(trifluoromethyl)sulfonyl]benzyl} ammo)pipendm- 1 - 

yl]sulfonyl}thien-2-yl)methyl]benzamide 

3- memoxy-N-{[5-({4-[(qumolm-4^^^ 
yllmethyl}benzamide 

N . {^.({^[([l^'-biphenyll^-ylmemy^amino]-! -piperidinyl} sulfonyl)-2-thienyl]methyl}-3- 
methoxybenzamide 

4- cMoro-N-{[5<{4-[(2-{[(trifluoromemyl)sulfonyl]ammo}emyl)amino]-l- 
piperidinyl) sulfonyl)-2-1menyl]memyl}benzamide 

4-cUoro-N-[(5-{[4-(propylammo)-l-piperidmyl]smfonyl}-2-tme^^^ 

4-cMoro-N-[(5-{[4-({4-[(trffluorome^^ 
thienyl)memyl]benzamide 
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4-cMoro-N-{[5-({4-[(3,4Hiihydrox^^ 
thienyl]methyl}benzamide 

methyl [{1 -[(5- {[(4-cMorobenzoyl)ammo]methyl} -2-thienyl)sulfonyl] -4- 
piperidinyl} (hexyl)amino]acetate 

tert-butyl [{1 -[(5- {[(4-chlorobenzoyl)amino]methyl} -2-thienyl)suIfonyl]-4- 
piperidinyl} (hexyl)amino]acetate 

[0-[(5-{[(4-cWorobeirzoyl)aimno]methyl}-2-tWenyl)sulfonyl]-^ 
piperidinyl} (hexyl)amino]acetic acid 

N-[(5-{[3-(heptylammo)pyiiolidin-l-yl]sulfonyl}iMen-2-y 

3-methoxy-N-[(5-{[3-(octylammo)pyn:olidm-l-yl]sulfonyl}tMen-2-yl)me^ 

3-methoxy-N-[(5-{[3-(pen1ylammo)p^ 

N-[(5-{[3-(butylammo)pynoHd^ 

N4(5-{[3-(dodecylammo)pyiToHdm-l-yl]sidfonyl}tMen-2-yl)methyl]-3-m 

N-{[S-({3-[(2-cyclohexylethyl)am^ 
methoxybenzamide 

N -({5-[(3-{[(lR)-l-cyclohexylemyl]ammo}py^ 
methoxybenzamide 

N-{[5-({3-[(lR,2R,4S)-bicyclo[2.2J]hept-2-ylanamo]pyirohdm-l-yl}sulfonyl^^ 
yl]methyl} -3 -methoxybenzamide 

3-memoxy-N-{[5-({3-[(2-propoxyemyl)ammo]py^ 
yl]methyl}benzamide 

N-{[5-({3-[(cyclohexylmemyl)amino]pyrrolidin-l -yl} sulfbnyl)thien-2-yl]methyl} -3- 
methoxybenzamide 

N "{[5-({3-[(l-adamantyhiiemyl)animo]pyiToUdm-l-yl}sulfonyl)t^ 
methoxybenzamide 

3-memoxy-N-{[5-({3-[(3-moipholm-4-ylpro^ 
yl]methyl}benzamide 

3-melhoxy-N-{[5-({3-[(2-pyridm-2-yleth^^ 
yl]methyl}benzamide 

3- methoxy-N-{[5-({3-[(2-piperid^-l-yl^ 
yl]methyl}benzamide 

N- {[5-({3-[(2-emymexyl)anmio]pyn-oMdm-l -yl} sulfonyl)thien-2-yl]methyl}-3- 
methoxybenzamide 

N-[(5- {[3-(hexylamino)pyrroHdm-l -yl]sulfonyl}thien-2-yl)memyl]-3-methoxybenzamide 

4- cMoro-N-[(5-{[3-(heptylammo 
4-cMoro-N-[(5-{[3-(hexylammo)pyn^^ 
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4-cworo-N4(5-{[3-(pentylam^ 

N-[(5-{[3-(butylanmio)pyrrolidm-l-yl]sulfonyl}thien-2-yl)me 

4-cMoro-N-{[S<{3<(2^clohexyl^^ 
yllmethyl}benzamide 
N_{[5_({3-[(lR£R,4S>bicyclo[2.2.1]h^ 
yl]methyl}-4-chlorobenzamide 

4-cMoro-N<{5-[(3-{[(l-hydroxycyclote^ 
yl}methyl)benzamide 

N-{[5<{3-[(l-adamantylmethyl)amino]pyrrolidin-l-yl}sulfonyl)^ 

cblotobenzamide 

4-cWoro-N-{[5<{34(3-morpholin^ylpropyl)amino]pyirohdm-l-yl}s^ 

yl]methyl}benzamide 

4-cMoro-N-{[5<{3-[(2-pyridm-2-yle^ 
yl]methyl}benzamide 

4^Moro-N-{[5<{3-[(2-piperidm-l-yle^ 

yl]methyl}benzamide 
4-cMoro-N-{[5-({3-[(2-etiiymexyl)an^ 

yllmetiiyl}benzamide _ , _ 

4- C woro-N-[(5-{[3<octylammo^ 

methyl (2S)-l-[(5-{[(4-cMorobenzoyl)anm^ 
pynolidinecarboxylate 

3- methoxy-N-{[5<{4-[(pen1ylammo)me1hyl]piperidm-l-yl}su^ 
yl]methyl}benzamide 

N _{[5_({4-[2Kbutylamino)e^ 
methoxybenzamide 

N-{[5<{4-[(4-butylamlmo)methyl]-l-piperidmyl}^fonyl)-2-tmen^ 
methoxybenzamide 

4- cWoro-N-{[5<{4-I>exyl(memyl)ammo]piperidm-l-yl}sulfonyl)tta 

yllmethyl}benzamide „ ,„ _ 

4-cmoro-N-{[5<{4-[(cyclohexylm 

'yl]methyl}benzamide 

N-{[5<{4-[benzyl(bexyl)amino]piperidm-l -yl} sulfonyl)thien-2-yl]memyl} -4- 

4^cnloro^^-({4-[hexyl(pyridm-3-ymiemyl)ammo]piperi 
yl]methyl}benzamide 

4-chloro-N-{[5^{4-|>exyl(pyridm^ 
yl]methyl}benzamide 
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4-chloro-N- {[5-({4-|>exyl(pyridui-2-ylmethyl)amino]piperidiD-l -yl} sulfonyl)tbien-2- 
yl]methyl}benzamide 

N-{[5<{4-lbutyl(hexyl)ammo]piperi^ 
chlorobenzamide 

4-cbJoro-N-{[5<{4-|lexyl(3-phenylpropyl)ainino]piperidm-l-yl}sulfow 
yl]methyl}benzamide 

4-cMoro-N- {[5<{4-|bexyl(2-phe^ 
yl]methyl}benzamide 

N- {[5-({4-[[(5-bromo-2-fiiiyl)me1hyl](bexyl)ammo]piperidiB-l -yl} sulfonyl)thien-2- 
yl]methyl} -4-chlorobenzamide 

3- methoxy-N<{5-[(4-{methyl[4-(Mfluorome1hyl)beiizyl]ammo}-l-piperi 
tbienyl}methyl)benzamide 

4- chloro-N- {[5-({4-[(3-chlorobenzyl)amino]piperidin-l -yl}sulfonyl)thien-2- 
yl]methyl}benzamide 

3-memoxy-N-({5-[(4-{[4-(trifIuorome^ 
yl}methyl)benzamide 

3-methoxy-N-{[5-({4-[(3-metbyIben^l)amino]piperidin-l-yl}sulfonyl)tW 
yl]methyl}benzamide 

3-memoxy-N-{[S-({4-[(4-propylbenzyl)am^ 
yl]methyl}benzamide 
3-memoxy-N<{5-[(4-{[3-(trifluoro^ 
yl}methyl)benzamide 

3-memoxy-N-({5-[(4-{[4-(trifluoromem^^ 
yl}mefhyl)benzamide 

N-({5-[(4-{[4<difluoiomemoxy)benzyy 
methoxybenzamide 

3-me1hoxy-N-{[5<{4-[(23AS,6-penta^^ 
yl]methyl}benzamide 

3-memoxy-N-{[5-({4-[(4-propoxybenzyl)ammo^ 
yl]metbyl}benzamide 

N-{[5-({4-[(4-butoxyben^l)ainino]piperidin-l-yl}sulfonyl)tWen-2-yl]m 
methoxybenzamide 

3-memoxy-N-{[5-({4-[(4-memoxybenzyl)ammo]piperidm-l-yl}sulfow 
yl]methyl}benzamide 

3-memoxy-N-{[5-({4-[(pyridm-4-ylme 
yl]methyl}benzamide 

3-memoxy-N-{[5-({4-[(pyridm-2-ylm^ 
yl]methyl}benzamide 

3-memoxy-N-{[5-({4-[(pyridm-3-ylmemyl)ammo]piperidm-l-yl)sulfon^ 
yl]methyl}benzamide 
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N _{[5-({4-[(4-tert-butylbei^ 

memoxybenzamide „ _ 

N _{[ 5 _({4-[(3-ethoxybenzyl)a^ 

methoxybenzamide 

3-me1hoxy-N-{[5-({4-[(4-phenaxybeiizyl)ainmo]piperi 

yllmethyHbenzamide ... „■ 1 

3-memoxy-N-[(5-{[4-({4-[(trifluorome1hyl)sulfanyl]benzyl}ammo)pipendm-l- 

yl]sulfonyl}thien-2-yl)methyl]benzamide 

3-memoxy-N-({5-[(4-{[4-(me%lsulfonyl)benzyl]ammo}-l-piperi^ 

thienyl}memyl)benzamide . 
N .({ 5 .[(4-{[3,5-bis(trifluoromemyl)benzyl]amiiio}-l-pipendmyl)sulfonyl]-2- 

thienyl}methyl)-3-methoxybenzamide 

N _({ 5 -[(4-{[2,5-bis(trifluoromewy^ 
thienyl}methyl)-3-methoxybenzamide 

N .({5.[(4-{[4-(emylsmfanyl)benzyl]ammo}-l-piperidmyl)suW^ 
methoxybenzamide 

3-memoxy-N-[(5-{[4-({3-[(trifluoromemyl)sulfanyl]benzyl}anmo)-lTO^ 
2-thienyl)methyl]benzamide 

N _ ({5 .[(4-{[(2,2-dffluoro-l,3-b^ 
thienyl}methyl)-3-methoxybenzamide 

N-{[5<{4-[(4-iodobe^ 

methoxybenzamide 
N _{[5_({4-[(mesitylmemyl)am^^ 

methoxybenzamide v , . . „ _ 

N-{[5<{4-[(4-cWorobenzyl)annno]-l-piperidmyl}smfonyl)-2-lm^ 

methoxybenzamide . 
N .{[5_({4-[(4-emylbenzyl)ammo]-l-piperidmyl}smfonyl)-2-tmeny^^ 

methoxybenzamide 

3-memoxy-N-{[5<{4-[(4-pentyIbenzyl)ammo]-l-piperidmyl}sulfonyl)-2- 

thienyl)methyl]benzamide 
3-memoxy-N-{[5-({4-[(4-memylbenzyl^ 

thienyl]methyl}benzamide ^ „ _ 

N _{[ 5 _({4-[(4-butyIbenzyl)am^ 

methoxybenzamide 
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N-{[5-({4-[(4-isopropylbenzyl)amino]-l-piperidinyl}sulfonyl)-2-lW 
methoxybenzamide 

N-{[5-({4-[(4-isobu1ylberjzyl)am^^^ 
methoxybenzamide 

N-({5-[(4-{[(l-hydtoxy-llambda~5— ^pyridm-4-yl)memyl]ainmo}-l-piperidmyl)sulfonyl]- 
thienyl}methyl)-3-melhoxybenzamide 

N-{[5-({4-[(2,3-dmydro-l,4-beiizodioxm-6-ylmemyl)aimno]-l-piperidm 
thienyl]methyl} -3 -methoxybenzamide 

N-{[5-({4-[(2,3-dmydro-l-benzofuran-5-yh^^ 
thienyl]methyl} -3 -methoxybenzamide 

4-chloro-N- {[5-({4-[(4-propylbeiizyl)amino]- 1 -piperidinyl} sulfonyl)-2- 
thienyl]methyl}benzamide 
4-chloro-N-({5-[(4-{[4-(trifluoromem^^ 
thienyl}methyl)benzamide 

4-cMoro-N-({5-[(4-{[4-(dffluoromemoxy)benzyl]ammo}-l-piperidmyl)sulfonyl] 
thienyl}methyl)benzamide 

4-cMoro-N- {[5-({4-[(4-pn>poxybenzyl)amino]-l -piperidmyl}sulfonyl)-2- 
thienyl]methyl}benzamide 

N-{[5-({4-[(4-butoxybenzyl)aimno]-l-piperidmyl}sulfonyl)-2-tWen^ 
chlorobenzamide 

4-chloro-N- {[5-({4-[(4-qumolmylmemyl)atmno]-l -piperidinyl} sulfonyl)-2- 
thienyl]methyl}benzamide 

N-{[5-({4-[(4-tert-bulylbenzyl)ammo]-l-piperidmyl}sinYon -4- 
chlorobenzamide 

4-cMoro-N-{[5-({4-[(4-phenoxybenzyl)anrino]-l-piperidmyl}sulfonyl)-^ 
thienyl]methyl}benzamide 

4-chloro-N-[(5-{[4-({4-[(trifluoro^ 
thienyl)methyl]benzamide 

4-cMoro-N-({5-[(4-{[4-(trifluoromem^^ 
thienyl}methyl)benzamide 
3-memoxy-N-({S-[(4-{[2-(rtfluorome^ 
thienyl}methyl)benzamide 

3-memoxy-N-[(5-{[4-({[6-(trffluoromemyl)-3-pyridmyl]methyl}ann^o)-l^ 
piperidmyl]svdfonyl}-2-tWenyl)methyl]benzamide 

N-[(5- {[4-(benzylarnmo)-l-piperidinyl]sulfonyl} -2-thienyl)methyl]-3-methoxybenzamide 

3-memoxy-N-[(S-{[4-({l-[4-(Mfworom 
2-thienyl)methyl]benzamide 
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3- mefcoxy-N-[(5-{[4-({l-me^ 
piperidinyl]sulfonyl}-2-lMenyl)mel3iyl]benzamide 

4- cWoro-N-[(5-{[4-({l-[4-(trifluorome1hyl) P henyl]ethyl}aniiii^ 
thienyl)methyl]benzamide 

4-cUoro-N-[(5-{[4-({l-methyl-l-[4-(trifhiorome1hyl)phenyl]ethyl}amm 
piperidinyl]£ailfonyl}-2-thienyl)methyl]benzamide 

4-cMoro-N-[(5-{[2-({[4-(1rifluo^^^ 
thienyl)methyl]benzamide 

4-cWoro-N-[(5-{[(3R)-3-({[4-(^^ 
2-thienyl)methyl]beozamide 

4-cbloro-N-({5-[(3-{[4-(1r^ 
thienyl}mefhyl)benzamide 

4-cbloro-N-{[5<{3-[(hexylammo)methyl]-l-piperidinyl}sulfonyl)-2- 

1bienyl]methyl}benzamide 

4-cMOTO-N<{5-[(3-{[4-(trifl^^^ 

tbienyl}mefhyl)benzamide 

4-cWoro-N-{[5-({(3R)-3-[(hexylamino)me&yl]pyrrolidinyl}sulfoiiyl)-2- 
thienyl]methyl}benzamide 

4-cMoro-N-[(5-{[3K{[4-(1rifluorom^ 
tbienyl)methyl]benzamide 

2-oxo-N-({5-[(4-{[4-(trifluoiometliyl)bett^l]ainino}-l-piperidiny 
tbienyl}methyl)-l,2-dihydro-3-pyridinecarboxamide 

N _[(5_{[4-(hexylamino)-l-piperid^ 
2-hydroxy-N<{5-[(4-{[4-(trifhiOT0mefliyl)benzy 

thienyl} methyl)benzamide . „ 

N-[(5-{[4-(hexylaniino)-l-piperidinyllsulfonyl}-2-to^ 

pyridinecarboxamide 

2-tbioxo-N-({5-[(4-{[4-(trffluor^^^ 
tbienyl}methyl)-l,2-dmydro-3-pyridinecafboxainide 

N _[( 5 _{[4-(butylammo)^ 
pyridinecarboxamide 

N -({5-[(4-{etbyl[4-(trifluoromethyl)benzyl]amino}-l-pipendmyl)s^ 
thienyl}methyl)-3-methoxybenzamide 
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4- cMoro-N-[(5-{[4<{imino[4^ 
piperidinyl]sulfonyl} -2-tMenyl)me1hyl]benzamide 

1 -[(5-{[(4-cMorobenzoyl)amino]methyl}-2-lMenyl)^ 

ethyl 2-{[4-(hexylammo^ 

methoxybenzoyl)amino]methyl}tWophene-3-carboxyla^^ 

N- {[5- { [4-(hexylamino)piperidin- 1 -yl]sulfonyl} ^-(trimethylsnyl)thien-2-yl]methyl} -3 - 

methoxybenzamide 

N-({5-{[4-(hexylamino)piperi^^ 

yl}methyl)-3-methoxybenzamide 

5- [(3-Methoxy-benzoylamino)-methyl]-2-[4-(4-tr^ 
sulfonyl]-thiophene-3-carboxylic acid ethyl ester 
N-[(4-cMoro-5-{[4-(he:s^ 
methoxybenzamide 



The compounds of formula (J) may be obtained according to the methods described in any 
of WO 01/23378, WO 02/28856 and WO 02/26733. 

5 A further aspect of the present invention is related to a pharmaceutical composition [ 
composition a comprising a sulfonamide derivative according to formula (I) and at least 
one further drag (in particular an anti-diabetes agent). In one embodiment the further 
diabetes agents are selected from the group comprising or consisting of insulin (or insulin 
mimicks), aldose reductase inhibitors, alpha-glucosidase inhibitors, sulfonyl urea agents, 
10 biguanides (e.g. metformin), thiazolidines (e.g. piogiitizone, rosiglitazone, cf. WO 
02/100396) or PPARs agonists or GSK-3 inhibitors . 

Insulins useful with the method of the present invention include rapid acting insulins, 
intermediate acting insulins, long acting insulins and combination of intermediate and rapid 
acting insulins. 
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Aldose reductase inhibitors useful in the method of this invention include those known in 
the art. These include the non-limiting list of: 



• 54- 



a) the spko^soqumoliiie-pyrroUdme tetrone compounds disclosed in U.S. Patent No. 
4,927,831 (Malamas), the contents of which ate incorporated herein by reference, 
which includes ARI-509, also known as minalrestat or Spiro[isoquinoline-4(lH), 3'- 
pyrrolidine]-l,2 , ,3,5'(2H)-tetrone, and analogs thereof, 

5 b) 2- [(4-bromo-2-fluorophenyl)methyl]-6-fluoro- (9CI); 

c) the compounds of U.S. Patent No. 4,439,617, the contents of which are incorporated 
herein by reference, which includes Tolrestat, also known as Glycine, N-[[6- 

methoxy-5<trffluoromethylH or AY ~ 

27773 and analogs thereof; 

10 d) Sorbinil (Registra No. 68367-52-2) also known as Spiro[4H-l-benzopyran-4,4'- 
imidazoline]-2%5'-dione, 6-fluoro-2,3-dihydro-, (4S)-(9CI) or CP 45634; 

e) Methosorbinil; 

f) Zopolrestat, which is 1-Phtalazineacetic acid, 3,44-dihydro-4-oxo-3-[[5- 
(trifluoromemyl)-2-benzothiazolyl]methyl]-(9CI) (Registry No. 110703-94-1); 

15 g) Epalrestat, which is 3-Thiazohdineacetic acid, 5-[(2E)-2-methyl-3-phenyl-2- 
propenyUdene]-4-oxo-2-thio X o-, (5Z)-(9CI) (Registry No. 82150-09-9); 

h) Zenarestat (Registry No. 1 12733-40-6) or 3-[(4-bromo-2-fluorophenyl)-methyl]-7- 
cWoro-3,4-d^ydro-2,4-dioxo-l(2H>quinazoline aceBc acid; 

i) Imirestat, also known as 2,7-difluorospko(9H-fluorene-9,4'-imidazoUdine)-2',5'- 
20 dione; 

j) Ponalrestat (Registry No.72702-95-5), which is 1-Phtalazmeacetic acid, 3-[(4-bromo- 
2-fluorophenyl)memyl]3,4-dihydro-4-oxo-(9CI) and also known as Stalil or Statyl; 

k) ONO-2235, which is 3 -ThiazoUdineacetic acid, 5-[(2E)-2-methyl-3-phenyl-2- 
propenyUdene-4-oxo-2-thioxo-,(5Z)-(9CI); 
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1) GP-1447, which is {3-[(4,5,7-trifluorobenzothiazol-2-yl)methyl]-5- 
methylphenylacetic acid}; 

m) CT-1 12, which is 5-(3-ethoxy-4-pentyloxyphenyl)-2,4-thiazohdinedione; 

n) BAL-ARI 8, which is Glycine, N[(7-fluoro-9-oxo-9H-xanthen-2-yl)sulfonyl]-N- 
5 methyl-)9CI), Reg.No. 124066-40-6)); 

o) AD-5467, which is 2,3-dihydro-2,8-bis(l-melhylethyl)-3-thioxox-4H-l ,4- 

benzoxazine-4-acetic acid of the chloride salt form (4H-l,4-Benzoxazine-4-acetic 
acid, 2,3-dihydro-2,8-bis(l -methylethyl)-3-thioxo-(9CI); 

p) ZD5522, which is (S^'-dimelhyM'-mtromethylsulfony 
10 q) 3,4-dihydro-2,8-diisopropyl-3-thioxo-2H-l,4-benzoxazine-4-ac«ticacid; 
r) l-[(3-bromo-2-benzofuranyl)sulfonyl]-2,4-inudazoUdm (M- 16209), 

s) NZ-3 14, which is 1 -Imidazolidineacetic acid, 3-[(3-nitrophenyl)methyl]-2,4,5-1rioxo- 
9(CI) (Registry No. 128043 -99-2), 

t) 1-phtalazineacetic acid, 3,4-dihydro-4-oxo-3-[(5-trifluoromethyl)-2-benzotbiazolyl]- 
15 methyl]; 

u) M-79175, which is SpMo[4H-l-benzopyian-4,4 , -imidazoKdine]-2%5'-dione 
6-fluoro-2,3-dihydro-2-methyl-, (2R, 4S)-(9CI); 

v) SPR-210, which is 2H-l,4-Benzothiazine-2-acetic acid, 3, 4-dihydro-3-oxo-4-[(4,5,7- 
ttifluoro-2-benzothiazolyl)methyl]-(9CI); 

20 w) SpiK)IpyrroUdine-3,6'(5'H)-pyiTolo[l,2,3-de][l,4]beiizoxa2me] 8'- 
chloro-2 , -3'-dihydro-(9CI)(also known as AND 138 or 8-chloro-2\3'- 
dihydrospko|pyrolizme-3,6X5^ 
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x) 6-fluoro-2,3-daiydro-2%5'-dioxo-(2S-cis)-spiro[4H-l-benzopyraii-4 ) 4'- 
imidazolidine]-2-cafboxamide (also known as SNK-860); 

Among the more preferred aldose reductase inhibitors of this invention are minalrestat, 
Tolrestat, Sorbinil, Mefeosorbinil, Zopolrestat, Epalrestat, Zenarestat, Imirestat and 
5 Ponalrestat or the pharmaceutically acceptable salt forms thereof. 

The alpha-glucosidase inhibitors useful for the method of the present invention include 
miglitol or acarbose, or the pharmaceutically acceptable salt form thereof. 

Sulfonylurea agents useful with the method of the present invention include glipizide, 
Glyburide (Ghbenclamide) Chlorpropamide, Tolbutamide, Tolazamide and Glimepiride, or 
10 the pharmaceutically acceptable salt forms thereof. 

Preferably, said supplementary pharmaceutically active agent is selected from the group 
consisting of a rapid acting insulin, an intermediate acting insulin, a long acting insulin, a 
combination of intermediate and rapid acting insulins, Inalrestat, Tolrestat, Sorbinil, 
Memosorbinil, Zopolrestat, Epalrestat, Zenarestat, Imirestat, Ponalrestat, ONO-2235, GP- 
1447, CT-1 12, BAL-ARI 8, AD-5467, ZD5522, M-16209, NZ-314, M-79175, SPR-210, 
ADN 138, or SNK-860, Miglitol, Acarbose, Glipizide, Glyburide, Chlorpropamide, 
Tolbutamide, Tolazamide, or Glimepriride. 

The compounds of the invention, together with a conventionally employed adjuvant, car- 
rier, diluent or excipient maybe placed into fee form of pharmaceutical compositions and 
unit dosages thereof, and in such form may be employed as solids, such as tablets or filled 
capsules, or liquids such as solutions, suspensions, emulsions, elixirs, or capsules filled 
wife fee same, all for oral use, or in fee form of sterile injectable solutions for parenteral 
(including subcutaneous use). Such pharmaceutical compositions and unit dosage forms 
thereof may comprise ingredients in conventional proportions, wife or without additional 
25 active compounds or principles, and such unit dosage forms may contain any suitable 
effective amount of fee active ingredient commensurate with fee intended daily dosage 
range to be employed. 



15 
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When employed as pharmaceuticals, the sulfonamide derivatives of this invention are 
typically administered in the form of a pharmaceutical composition. Such compositions cai 
be prepared in a manner well known in the pharmaceutical art and comprise at least one 
active compound Generally, the compounds of this invention are administered in a 
5 pharmaceutically effective amount. The amount of the compound actually administered 
will typically be determined by a physician, in the ligjit of the relevant circumstances, 
including the condition to be treated, the chosen route of administration, the actual 
compound administered, the age, weight, and response of the individual patient, the 
severity of the patient's symptoms, and the like. 

10 The pharmaceutical compositions of these inventions can be administered by a variety of 
routes including oral, rectal, transdermal, subcutaneous, intravenous, intramuscular, intra- 
thecal, intraperitoneal and intranasal. Depending on the intended route of delivery, the 
compounds are preferably formulated as either injectable, topical or oral compositions. The 
compositions for oral administration may take the form of bulk liquid solutions or suspen- 

15 sions, or bulk powders. More commonly, however, the compositions are presented in unit 
dosage forms to facilitate accurate dosing. The term "unit dosage forms" refers to physi- 
cally discrete units suitable as unitary dosages for human subjects and other mammals; each 
unit containing a predetermined quantity of active material calculated to produce the 
desired therapeutic effect, in association with a suitable pharmaceutical excipient Typical 

20 unit dosage forms include prefilled, premeasured ampoules or syringes of the liquid 

compositions or pills, tablets, capsules or the like in the case of solid compositions. In such 
compositions, the sulfonamide compound is usually a minor component (from about 0.1 to 
about 50% by weight or preferably from about 1 to about 40% by weight) with the 
remainder being various vehicles or carriers and processing aids helpful for forming the 

25 desired dosing form. 

Liquid forms suitable for oral administration may include a suitable aqueous or nonaqueous 
vehicle with buffers, suspending and dispensing agents, colorants, flavors and the like. 
Solid forms may include, for example, any of the following ingredients, or compounds of a 
similar nature: a binder such as microcrystalline cellulose, gum tragacanth or gelatine; an 
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excipient such as starch or lactose, a disintegrating agent such as alginic acid, Primogel, or 
corn starch; a lubricant such as magnesium stearate; a glidant such as colloidal silicon dio- 
xide; a sweetening agent such as sucrose or saccharin; or a flavoring agent such as pepper- 
mint, methyl salicylate, or orange flavoring. 

Injectable compositions are typically based upon injectable sterile saline or phosphate- 
buffered saline or other injectable carriers known in the art. As above mentioned, the 
sulfonamide derivatives of formula I in such compositions is typically a minor component, 
frequently ranging between 0.05 to 10% by weight with the remainder being the injectable 
carrier and the like. 

The above described components for orally administered or injectable compositions are 
merely representative. Further materials as well as processing techniques and the like are 
set out in Part 5 of Remington's Pharmaceutical Sciences, 20 th Edition, 2000, Marck 
Publishing Company, Easton, Pennsylvania, which is incorporated herein be reference. 

The compounds of this invention can also be administered in sustained release forms or 
from sustained release drug delivery systems. A description of representative sustained 
release materials can also be found in the incorporated materials in Remington 's 
Pharmaceutical Sciences. 



Krample 1 : Preparation of a pha rmaceutical formulation 

The following formulation examples illustrate representative pharmaceutical compositions 
according to the present invention being not restricted thereto. 



Formulation 1 — Tablets 

A sulfonamide compound of formula I is admixed as a dry powder with a dry gelatin binder 
in an approximate 1 :2 weight ration. A minor amount of magnesium stearate is added as a 
lubricant. The mixture is formed into 240-270 mg tablets (80-90 mg of active sulfonamide 
compound per tablet) in a tablet press. 
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Formulation 2 - Cap sules 

A sulfonamide compound of formula I is admixed as a dry powder with a starch diluent in 
an approximate 1:1 weight ratio. The mixture is tilled into 250 mg capsules (125 mg of 
active sulfonamide compound per capsule). 

Formulation 3 - Liq uid 

A sulfonamide compound of formula I (1250 mg), sucrose (1.75 g) and xanthan gum (4 
mg) are blended, passed through a No. 10 mesh U.S. sieve, and then mixed with a 
previously prepared solution of microcrystalline cellulose and sodium carboxymethyl 
cellulose (1 1:89, 50 mg) in water. Sodium benzoate (10 mg), flavor, and color are diluted 
with water and added with stirring. Sufficient water is then added to produce a total volume 
of 5 mL. 

Formulation 4 - Tablets '? 
A sulfonamide compound of formula I is admixed as a dry powder with a dry gelatin binder 
in an approximate 1 :2 weight ratio. A minor amount of magnesium stearate is added as a 
lubricant. The mixture is formed into 450-900 mg tablets (1 50-300 mg of active 
sulfonamide compound) in a tablet press. 

Formulation 5 - Injection 

A sulfonamide compound of formula I is dissolved in a buffered sterile saline injectable 
aqueous medium to a concentration of approximately 5 mg/ml. 
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Pvatn ple 2 : Ttinlnprjcal assav 
In vivo assav in db/db mice 

The following assay aims at determining the anti-diabetic effect of the test compounds of 
formula (T) in a model of poslprandial glycemia in db/db mice, in vivo. 

The assay was performed as follows : 

A total of 1 8 db/db mice (about 8-9 weeks; obtained from IFFACREDO, 1' Arbreste, 
France) were fasted during 20 hours. 

3 groups, each consisting of 6 animals were formed : 

. Group 1 : The animals were administered (per os) a dose of 10 mg/kg of vehicle. 

. Group 2 : The animals were administered (per os) a dose of 30 mg/kg of the test 
compound according to formula (I). 

. Group3 : The animals were administered (pe^^ 
compound according to formula (1). 

After oral administration of Ihe compounds of formula (I) solubilized or suspended in 
CarboxyMethylCellulose (0.5%), Tween 20 (0.25%) and water as vehicle, the animals had 
access to commercial food (D04, UAR, Villemoisson/Orge, France) ad libitum. The 
diabetic state of the mice was verified by determining the blood glucose level before drug 
administration. Blood glucose and serum insulin levels were then determined 4 hrs after 
drug administration. 

The deterrmnation of the blood glucose level was performed using a glucometer (Precision 
Q.I.D., Medisense, Abbot, ref. 212.62.31). 

The determination of me Insulin level was performed using an ELISA kit (Crystal CHEM, 
Ref.INSKR020). 
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Changes in blood glucose and serum insulin of drug treated mice were expressed as a 
percentage of control (group 1: vehicle treated mice). 

Treatment (per os) of the animals with test compounds of formula (I), at a dosage of 50 
mg/kg, decreased the blood glucose level induced by food intake by about 20-45% and the 
5 blood insulin level by about 20-65% compared to the animals treated by the vehicle (Grout 
1). 

For instance, upon using 4-cMoro-N-[(5-{[4-(bufylammo)pipeddm-l-yl]sulfonyl}tW 
yl)methyl]benzamide as test compound (50 mg/kg, p.o.), a decrease of 42% in blood 
glucose level as well as a decrease of 61% in the insulin level was determined (compared 
10 to the animals treated by the vehicle (Group 1)). 



-62- 

Reference List 

1. Reaven et al (American Journal of Medicine, 60, 80 (1976); 

2. Stout, Metabolism, 34, 7 (1985) 

3. Diamanti-Kandatakis et al.; European Journal of Endocrinology 138, 
(1998), 

4. Andrea Dunaif; Endocrine Renews 18(6), 774-800 (1997)). 

5. WO 01/23378; 

6. WO 02/28856; 

7. WO 02/26733 



-63- 
Claims 

1 . Use of a sulfonamide derivative according to formula I 

as weU as its geometrical isomers, its optically active forms as enantiomers, 
diastereomers and its racemate forms, as well as pharmaceutically acceptable salts 
thereof, wherein 

Y is an 4-12-membered saturated cyclic or Tricyclic alkyl containing at least one 
nitrogen atom, whereby one nitrogen atom within said ring is forming a bond with the 
sulfonyl group of formula I thus providing the sulfonamide; 

'i 

R 1 is selected from the group comprising or consisting of hydrogen, Ci-C 6 -alkoxy, d- 
C 6 -alkyl, Ca-Q-alkenyl, C 2 -Q;-alkynyl, amino, sulfonyl, sulfinyl, sulfonyl, \< 
sulfonyloxy, sulfonamide, acylamino, aminocarbonyl, Ci-Cg alkoxycarbonyl, aryl, 
heteroaryl, carboxy, cyano, halogen, hydroxy, nitro, hydrazides; 

R is selected from the group comprising or consisting of hydrogen, COOR 3 , - 
CONR 3 R 3 ', OH, a C1-C4 alkyl substituted with an OH or amino group, a hydrazido 
carbonyl group, a sulfate, a sulfonate, an amine or an ammonium salt; 

wim R 3 , R 3 ' being substituents independently selected from the group consisting of H, 
Ci-Cg-alkyl, C 2 -C 6 -alkenyl, aryl, heteroaryl, aryl-Ci-Q-alkyl, heteroaryl-Ci-Ce-alkyl; 

for the preparation of a medicament for the treatment of metabolic disorders mediated 
by insulin resistance or hyperglycemia, comprising diabetes type II, inadequate glucose 
tolerance, insulin resistance, obesity, polycystic ovary syndrome (PCOS). 

. Use according to claim 1 , wherein the disease is diabetes type DL 
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Use according to claim 1 or 2, wherein R 1 is selected from the group consisting of 
hydrogen, halogen, Ci-Ce alkyl or Ci-C 6 alkoxy. 

Use according to any of claims 1 to 3, wherein Y is either of the cyclic amines having 
the general formulae 



N 




whereby, L 1 and L 2 are independently selected from each other from the group 
consisting of d-Q-attyl, C 2 -C 6 -alkenyl, C 2 -C 6 -alkynyl, C^-cycloalkyl optionally 
containing 1-3 heteroatoms and optionally fused with aryl or heteroaryl; or L 1 andL 2 
are independently selected from Ihe group consisting of aryl, heteroaryl, aryl-d-Ce- 
alkyl, heteroaryl-d-Q-alkyl, -C(0)-OR 3 , -C(0)-R 3 , -C(0)-NR 3 R 3 , -NR 3 R 3 , - 
NR 3 C(0)R 3 , -NR 3 C(0)NR 3 'R 3 , -(SO)R 3 , -(S0 2 )R 3 , -NSO^R 3 , -SO.NR 3 R 3 , 

with R 3 , R 3 ' being substituents independently selected from the group consisting of H, 
Ci-C 6 -aJkyl, C 2 -C 6 -alkenyl, aryl, heteroaryl, aryl-Ci-C 6 -alkyl, heteroaryl-d-Ce-alkyl; 

or L 1 and L 2 taken together form a 4-8-membered, saturated cyclic alkyl or heteroalkyl 
group; and 

R 6 is selected from the group consisting of hydrogen, C x -C 6 -aIkyl, d-Q-alkoxy, OH, 
halogen, nitro, cyano, sulfonyl, oxo (=0), and 
n' is an integer from 0 to 4, preferably 1 or 2. 
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5. Use according to claim 4, wherein R 6 is H, L 2 is H, L 1 is -NR 3 *R 3 ; where at least one c 
R and R is not hydrogen, but a substituent selected from the group consisting of 
straight or branched C 4 -Ci 8 -allcyl, aryl-Ci-Cig-alkyl, heteroaryl-Q-Cis-alkyl, Ci-C u - 
alkyl substituted with a C 3 -Ci2-cycloa]kyl or -bicyclo or -tricyloalkyl, and whereby 
said alkyl chain may contain 1 -3 O or S atoms. 

6. Use according to claim 5, wherein L 1 is -NHR 3 ; where R 3 is a straight or branched C 4 - 
Cu-alkyl, preferably a C<;-Ci2-alkyl, optionally substituted with a cyclohexyl group or 
a benzyl group. 

7. Use according to claim 4, wherein Y is a piperidine group 

o 

L 1 is -NHR 3 ; where R 3 is a straight or branched C 4 -Ci 2 -alkyl, preferably a C 8 -Ci 2 - 
alkyl, or a benzyl group. 

8. Use according to any of the preceding claims wherein the compound is selected from 
the group consisting of : 

4-cmoro-iV^[5-(piperazme-l-sulfonyl)-thiophen-2-yl-memyl]-benza^ 

4-<^oro-N- {5-[4-(3-trffluoromemaM 
thiophen-2-ylmethyl} -benzamide 

4-cMoro-N-({5-[(4-pyridm-2-ylpiperazm-l-yl)sulfonyl]mi^ 

4-cMoro-N-[(5-{[4-(4-fluorobenzoyl)piperidm-l-yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

4-cMoro-N-{[5-({4-[4-(trifluoromemyl)phenyl]p^erazm-l-yl}su^ 
yl]methyl}benzamide 



-66- 

4^Moro-N<{5-[(4-{2-nitrophe^ 
yl}methyl)benzamide 

4-cMoto-N<{5-[(4-{4-iritroph^ 
yl}me1hyl)benzamide 

4^Moro-N-[(5-{[4-(2-furoyl)pipetazm-l^ 

4-cMoro-N-[(5-{[4-(4-hydrox^^ 
yl)methyl]benzamide_ 

4-chloro-N-[(5-{[4<2-oxo-2-p^^ 
yl)methyl]benzamide 

4-cMoro-N4(5-{[4<2-morpholin^ 
yl)methyl]benzamide 

4-cMoro^(S-{[4-(pyridi^^ 
yl)methyl]benzamide 

4^bloro-N-[(S-{[4-(2-thien-2-yle^^^ 
yl)methyl]benzamide 

4-cUoro-N-[(5-{[4-(3,5-dimefhoxyphenyl)piperazin-l-yl]sulfony^ 
yl)methyl]benzamide 

4-cM<ro-N-[(5-{[4-(cyclohexylm^^ 
yl)methyl]benzamide 

4^Moro-N-[(5-{[4-(2-metho^ 
yl)methyl]benzamide 

N . ({5 -[(4-benzylpiperazm-l-yl)sulfonyl]tMen-2-yl}m 
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4^Wc>ro-N-[(5-{[4-(2-phenyle1hyl)piperazin-l-yl]sulfonyl>thien-2- 
yl)methyl]benzamide 

4-cMoro-N-[(5- {[4-(4-fluorobenzyl)piperaziii-l -yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 

4-chloro-N-[(5- {[4-(2-cyanophenyl)piperazhi-l -yl]sulfonyl}tbien-2- 
yl)metbyl]benzamide 

4-cUOTO-N-{[5-({4-[4-cMoro-3<trifluorome1hyl)phenyl]piperazin-l-yl}s^ 
2-yl]methyl}benzamide 

4-chloro-N-[(5- {[4-(3-piperidin- 1 -ylpropyl)piperazin-l -yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 

4-chloro-N-({5-[(4- {4-cMoro-2-mtropbenyl}piperaziii-l -yl)sulfonyl]lhien-2- 
yl}methyl)benzamide 

4^moro-N^(5-{[4-(6-methylpyri(Jm-2-yl)piperazin-l-yl]sulfonyl}tbi 
yl)methyl]benzamide 

4-cMoro-N-({5-[(4-hydroxy-4-phenylpiperidin-l-yl)sulfonyl]1bien-2- 
yl}methyl)benzamide 

N<{5-[(4-benzoylpiperi(Iin-l-yl)sulfo^^ 

4-cMoro-N-[(5-{[4<2K>xo-2,3-dihydro-lH-^^ 
yl]sulfonyl}thien-2-yl)metihyl]ben2ainide 

N-( { 5 - [(4-benzylpiperidin- 1 -yl)sulfonyl]1hien-2-yl}methyl)-4-chlorobenzamide 

4^MOTo-N-({5-[(4-oxo-l-phenyl-l,3,8-tri^ 
yl}methyl)benzamide 
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4-cMoro-N-{[5-({4-[2<methylan^^ 
yl]methyl)benzamide 

4-cMaro-N-{[5<{4-[hydroxy(diph^^ 
yl]methyl}benzamide 

4-cHoro-N-[(5-{[4-(3-cyanopy 
yl)methyl]benzamide 

4-cMoro-N-({54(4-{5-ni1ropyridM^ 
yl}methyl)benzamide 

4-cUoro-N-{[5-({4-[3-cWoro-5-(trifluorome1byl)pyridm-2-yl]piper^ 
yl} sulfonyl)tbien-2-yl]methyl}benzamide 

4-cMoro-N-{[5-({4-[5<trifluorom^ 
yl]metiiyl}benzamide 

4-cMoro-N-{[5-({4-[3^1rifluoro^^ 
yl]methyl}benzamide 

4-cWoro-N-[(5-{[4-(2,4-dmuorobeiizoyl)piperidm-l-yl]sulfonyl}1hien-2- 
yl)methyl]beiizaniide 

me tbyl5-{4-[(5-{[(4-cMorobenzoy^^ 
yl}-7-(trifluoromethyl)tbieno[3 s 2-b]pyridme-3-carboxylate 

ethyl 2-{4-[(5-{[(4Kdjl0i6be^ 
5 -cyano-6-methylnicotinate 

4-cMoro-N-{[5-({4-[5-cyano-4,6-bis(^ 
yl}sulfonyl)thien-2-yl]methyl}benzamide 



-69- 



4-chloro-N-{[5-({4-[6-melhyl-2-(Mfluoromethyl)qumolin-4-yl]piperazin-l- 
yl} sulfonyl)thien-2-yl]methyl}benzairiide 

tert-butyl 4-[(5-{[(4-cMorobenzoyl)amino]me1hyl}tWen-2-yl)sulfonyl]piperazine-l - 
carboxylate 

2- {4-[(5- {[(4-cMorobenzoyl)amino]metbyl}thien-2-yl)sulfonyl]piperazin 1 -yl} -8- 
ethyl-5-oxo-53-dihydiopyrido[2,3-d]pyrimidme-6-carboxylicacid 

7-{4-[(5-{[(4-cMorobenzoyl)am^ 

ethyl-6-fluoro-4-oxo-l,4sJihydro[l,8]naph1byridine-3-carboxylicacid 

7- {4-[(5- { [(4-chlorobenzoyl)amino]methyl } thien-2-yl)sulfonyl]piperazin- 1 -yl} - 1 - 
efliyl-6-fluoix>-4-oxo-l,4-dihydroqvttnoIiiie-3-carboxylic acid 

4-cMoro-N-[(5-{[4-(23-daydro-l,4-benzodioxin-2-ylcaibonyl)piperazin-l- 
yl]sulfonyl}thien-2-yl)methyl]ben2amide 

4-cMoro-N-{[5-({4-[(2E)-3-phenylprop-2-enyl]piperazin-l-yl}sulfonyl)thien^ 
yl]methyl}benzamide '. 

4-chloro-N-[(5-{[4-(3-phenylpropyl)piperazin-l-yl]sulfonyl}fhien-2- 
yl)methyl]benzamide 

4^maro-N-[(5-{[4-(3A5-1iime1hoxyphenyl)piperaziii-l-yl]sulfony^ 
yl)methyl]benzamide 

N-[(5-{[4-(4-tert-butylbenzyl)pipeiazin-l-yl]sulfonyl}thien-2-yl)me 
chlorobenzamide 

4-chloro-N-[(5- {[4-(4-fluorophenyl)piperazin- 1 -yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 
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4-cMoro-N-[(5-{[4-(2-hydtt)xyphenyl)piperazin-l-yl]sulfonyl}t^^ 
yl)methyl]benzamide 

4-cWoro-N-{[5-({4-[4-(trifluoromethyl)pyridin-2-yl]piper^ 
yl]methyl}benzamide 

4-cMoro-N-[(5-{[4-(5-cyanopy^^ 
yl)methyl]benzamide 

tert-butyll-[(5-{[(4-cMorob(^^^ 
ylcarbamate 

4-cMoro-N-({5-[(4-phenylpiper^^ 

4-cMOTO-N-{[S-(piperidm-l-yls^^^ 

4-cMoro-N-[(5-{[4-(l-naphW^ 

4-cMoro-N-[(5-{[4-(3/*-dicUoropte 
yl)methyl]benzamide 

4-cMoro-N-{[5-({4-[3-(trifluorom^ 
yl]methyl}benzamide 

4-cWoro-N-{[5-({3-hydtoxy-4-[3-(trifluorome1byl)phenyl]piperidm-l- 
yl} S \ilfonyl)tbien-2-yl]inethyl}benzamide 

4-cUoro-N-[(5-{[4-(2-methylphenyl)piperazm-l-yl]siilfonyl}1bien^ 
yl)methyl]benzamide 

N-[(5-{[(lR,4R)-5-benzyl-2,5-dia^^ 
yl)mefhyl]-4-chlorobenzamide 

N-[(5-{[4<benzyloxy)p^^ 
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4-cMoro-N-[(5-{[4-(2^Worodft>eiizoI>,q[l,4]oxazepin-ll-yl)piperazin-l- 
yl]sulfonyl}thien-2-yl)methyl]benzamide 

N<4-cMorophenyl)-2-(5-{[4-(2K>xo-2>dihy^^ 
yl]sulfonyl}thien-2-yl)acetamide 

4-cMOTO-N-({5-[(4-hydroxypiperidm^ 

N-[(5- {[4-(4-ace1ylphenyl)piperaziii-l -yl]sulfonyl}thien-2-yl)methyl]-4- 
chlorobcnzamide 

4-cMOTO-N-[(5-{[4-(3,5-dicMoropyri 
yl)methyl]benzamide 

4-chloro-N-[(5-{[4-(3-methoxyphenyl)piperaziii-l -yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 

N-({5-[(4-benzyM-hydroxypipOTdm-^ 
chlorobenzamide 

N-{[5-({4-[(2-tert-butyl-lH-indol-5^ «' 
yl]methyl} -4-chlorobenzamide 

4-chloro-N- {[5-({4-[(phenylacetyl)amino]piperidin-l -yl}sulfonyl)tbien-2- 
yl]methyl}benzamide 

4-chlaro-N-[(5- {[4-(tetrahydrofijran-2-ylcarbonyl)piperaziii- 1 -yl]sulfonyl}thien-2- 
yl)methyl]beiizamide 

4<Moro-N-[(5-{[4-(6^Moropyridin-2-yl)piperazin-l-yl]sulfonyl}tbien--2- 
yl)methyl]benzamide 

4-cWOTO-N-[(5-{[4-(4^Worophenyl)piperazin-l-yl]stilfonyl}tbjen-2- 
yl)methyl]benzaniide 
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N-[(5-{[4-(ffl-l,2,3-benzot^ 
chloiobenzamide 

4-chloro-N-[(5- {[4-(4-cbJorobenzoyl)piperidin-l -yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 

4-cMoro-N-({5-[(4-pnenoxypiperid^^ 

N-{[5-({4-[benzyl(methyl)ammo]piperi^ 
chlorobenzamide 

4-cmoio-N-{[5<{4-[3-(2,4-dicUorophenyl)-lH-pyrazol-5-yl]piperidin-l- 
yl} sx^onyl)1hien-2-yl]methyl}beiizamide 

4-cMoro-N-[(5-{[4-(S-lMen-2-yl-lH-^^ 
yl)methyl]benzamide 

4-cUoio-N-[(5-{[4-(2,3A5,6-pentame^^ 
yl)methyl]benzamide 

4-cmoro-N-[(5-{[4-(phenylacetyl)-lAdiazepan-l-yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 

4-cUoro-N-{[5-({4-[5-(4-memoxyphenyl)-lH-pyrazol-3-yl]piperidm-l- 
yl} sulfonyl)thien-2-yl]methyl}bemzamide 

N-({5-[(4-ani)mc»piperidm-l-yl)^ 

4-cMOTO-N-[(5-{[4-(3-phenyl-l,2^lM^ 
yl)methyl]benzamide 

4-cMoro-N-[(5-{[4-(2-phenylethyl)p^eridm-l-yl]sulfonyl>1bien-2- 
yl)methyl]benzamide 

4^Moro-N-({5-[(4-heptylpipei^-l^ 
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4-cMoro-N-({5-[(4-octylpipera2m 

N-[(5- {[4-(lH- 1 ,2,3-benzotriazol-l-yl)piperidin-l -yl]sulfonyl}thien-2-yl)mefhyl]-4- 
chlorobenzamide 

2-(5-{[4-(lH-l,2,3-benzotriazol-l-yl)piperidin-l-yl]sulfonyl}Men-2-yl)-N-(4^ 
chlorophenyl)acetamide 

2-{l-[(5-{[(4-cMorobenzoyl)amm^ 
1 ,2,3-benzotriazole-5-carboxylic 

4-cWoro-N-[(5-{[4-(5-cmoro-lH-l,2,3-benzotriazol-l-yl)piperidin-l- 
yl]sulfonyl}1hien-2-yl)methyl]benzamide 

methyl 1 - { 1 -[(5- {[(4-cMorobenzoyl)ammo]me1hy^^ 
yl}-lH-l,2,3-benzotriazole-5-carboxylate 

methyl 1 - { 1 -[(5 - { [(4-cMorobenzoyl)ammo]memyl}lWen-2-yl)sulfonyl]piperidm-4- 
yl}-li/-l,2,3-benzotriazole-6-carboxylate 

methyl 2-{l-[(5-{[(4-cMorobenzoyl)ammo]methyl}tWen-2-yl)sulfonyl]piperi 
yl} -2H- 1 ,2,3 -benzotriazole-5-carboxylate 

4-cMoro-N-[(5-{[4-(6-cMc)ro-lH-l,2,3-beiizotriazol-l-yl)p^eridiii-l- 
yl]sulfonyl}thien-2-yl)methyl]benzamide 

4-cMoro-N-{[5-({4-[5-(trffluorom 

yl} sulfonyl)thien-2-yl]methyl}benzamide 

N-[(5-{[4-(7-aza-lH-benzimidazol-l-yl)piperidin- 1 -yl]sulfonyl}thien-2-yl)methyl]-4- 
chlorobenzamide 

l-{l-[(5-{[(4-cMorobenzoyl)aimno]me^ 
1 ,2,3-benzotriazole-5-carboxylic 
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l-{l-[(5-{[(4-chlorobenzoyl)arnmo^ 
1 ,2,3 -benzotriazole-6-carboxylic 

N _[(5_ {[4-(2-ammo-9H-puri^ 
chlorobenzamide 

4-cmoro-N-[(5-{[4-(9H-purin-9-yl)piperidin-l-yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

N-[(5-{[4-(6-ammo-9H-purm-9-yl)pipOT 
chlorobenzamide 

4-cMoro-N-({5-[(4-{6-mtro-lH-be 
yl}methyl)benzamide 

4-cMoro-N<{5-[(4-{5-m^-lH-berizimidazol-l -yl}piperidin-l -yl)sulfonyl]1hien-2- 
yl}methyl)benzamide 

4-cMoio-N-[(5-{[4-(2H-l,2,3-triazol-2-yl)piperidm-l-yl]sulfonyl}^ 
yl)methyl]benzamide 

N _[(5_{[4<m-benzimidazol-l-yl)piperi^ 
chlorobenzamide 

4-cMoro-N-{[5-({4-[3-propylamlmo]piperidm-l-yl}sulfonyl)lM 
yl]methyl}benzamide 

4-cMoro-N-{[5-({4-[3<trifluorome^ 
yl]methyl } benzamide 

4-cMoro-N-{[5-({4-[3<dimeth^^ 
yl]methyl}benzaniide 

methyl 
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4-cMoro-N-{[5-({4-[3<me1hylsulfanyl) 
yl]methyl}benzamide 

4-cMoro-N<{5-[(4-{3-ni1roanilm^^ 
yl}methyl)benzamide 

4-cWoio-N-[(5-{[4-(2-methoxyanilmo)piperidin-l-yl]sulfonyl}tW 
yl)methyl]benzamide 

3- ({l-[(5-{[(4-cMorobenzoyl)amiM^ 
yl}amino)benzamide 

4- cMoro-N-{[S-({4-[2-(trffluoromethy^ 
yl]methyl}benzamide 

4-cMoro-N-({5-[(4-{2-nilro^-[(Mfluoromethyl)sidfonyl]aiiilmo}pip^ 
yl)sulfoiiyl]tbien-2-yl}mefhyl)benzamide 

4-cMoro-N-[(5-{[4-(4-cMoroanifo^ 
yl)methyl]benzamide 

4-cMoro-N-{[S-({4-[4-(tnfluorometW 
yl]methyl}benzamide 

4-cMoro-N-({5-[(4-{4-[(trifluoromefo^^ 
2-yl}methyl)benzamide 

4-cWoro-N-({5-[(4-{2-mtroanilino}piperidin-l-yl)sulfonyl]thien-2- 
yl}methyl)benzamide 

N-{[5-( {4-[4-(aminocarbonyl)anilino]piperidiii-l -yl} sulfonyl)fbien-2-yl]methyl} -4- 
chlorobenzamide 
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4*M«oJl-{[5<{^ 
yl]methyl}benzamide 

N-[(5-{[4-(3-cWoroanilino)piperidin-l-yl]sulfonyl}1hien-2-yl)methyl]-3- 
nitrobenzamide 

4-chloro-N-[(5-{[4<3-cMoroanilin^^ 
yl)methyl]benzamide 

4-cMoro-N-[(5-{[4-(3-methoxyamlino)piperidin-l-yl]sulfonyl}tM^ 
yl)methyl]benzamide 

4-cMoro-N-{[5-({4-[3-(me1hylsulfonyl)anflino]piperidin-l^ 
yl]metbyl}benzamide 

N-({5-[(4-{3-[amino(imiiio)^^^ 
yl}methyl)-4-chlorobenzamide 

4-cmoro-N-({5-[(4-{3-[(2-hydroxyethyl)sulfonyl]anilino}piperidiii-l- 
yl)sulfonyl]thien-2-yl}methyl)benzamide 

N .[( 5 .{[4-(2-aiiunoanilino)piperidin-l-yl]sulfonyl}tMen-2 
chlorobenzamide 

4-cMOTO-N-[(5-{[4-(2-hydroxya^ 
yl)methyl]benzamide 

4-cbloro-N-[(S-{[4-(44iydroxyai^^ 
yl)methyl]benzamide 

4-cMOTO-N-({5-[(4-{3-[(trifluoromethyl)sulfenyl]anilino}p^ 
2-yl}metbyl)benzaioide 

4-cH(*o-N-[(5-{[4-(3-tolu^ 
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4-cHoro-N-({5-[(4-{[3-cMoro-S-(trffl™ 
yl)sulfonyl]thien-2-yl}methyl)benzamide 

4-cMoro-N-{[5-({4-[3-(l,3-oxazol-5-yl)anilino]piperidin-l-yl}sulfo 
yl]methyl}beiizamide 

N-[(5- {[4-(3-tert-bulylamlmo)p^ 
chlotobenzamide 

4-cMOTO-N-[(5-{[4-(2-propylanilino)piperidiB-l-yl]s^fonyl}tbien-2- 
yl)methyl]benzamide 

4-chloro-N-{[5-({4-[(2^dioxido-l>dw^^ 
yl}sulfonyl)tbien-2-yl]methyl}benzamide 

4-cMoro-N-[(5-{[4-(2,3-(ffiiydro-lH-inden-5-ylamino)piperidin-l-yl]sulfo^ 
yl)methyl]benzamide 

4-cUoro-N-[(5-{[4-(4-propylanilino)piperidin-l-yl]sijlfonyl}thien-2- 
yl)methyl]benzamide 

4-cMoro-N-[(S-{[4-({3-mteopyridm-2^ 
yl)memyl]benzamide 

N-{[5<{4-[(3-ammopyridm-2-yl)am^^ 
chlotobenzamide 

N-[(5-{[4-([l,lM>iphenyl]-3-ylanim^ 
chlorobenzamide 

N-[(5-{[4-(3-benzylaiiilmo)piperidm-l-yl]sulfonyl}thien-2-yl)^ 
chlorobenzamide 
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4-cMoro-N-[(5-{[4-(pyrimidM^ 
yl)methyl]benzamide 

4-cWo r o-N-{[5<{4-[4-(motpholin-4-ylsulfonyl)airilm 
2-yl]methyl}benzamide 

4-cMoro-N-({5-[(4-{[4-(1rifluo^ 
yl)svdfonyl]1hien-2-yl}mefliyl)benzamide 

4-cWoro-N-[(5-{[4-(3-cyclohexyl-4-hydioxyairilino)piperidm-l-yl]s^ 
yl)methyl]benzamide 

N-({5-[(4-{3-[(bu1ylammo)sv^^ 
yl}methyl)-4-chlorobenzamide 

4-cMoro-N-[(5-{[4-(3-ethyMino)piperidin-l-yl]sulfonyl}11u^^ 
yl)methyl]benzamide 

4-cMoro-N-[(5-{[4-(5,6/73-tetrah^^ 
yl]sulfonyl}tbien-2-yl)methyl]benzamide 

N-{[S<{4-[3-(anmosulfony^^ 
chlorobenzamide 

4-cbloro-N-[(5-{[4-(quinolin-5-yl^ 
yl)methyl]benzamide 

4-cUoro-N-[(5-{[4-(quinolin^ 
yl)methyljbenzamide 

4-CMoio-N-[(5-{[4-(3-propylphenoxy)piperidin-l-yl]sinfonyl}lMen-2- 
yl)methyl]benzamide 
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4-chlaro-N- {[5-({4-[(2E)-3-phenylprop-2-enoyl]piperazin- 1 -yl} sulfonyl)thien-2- 
yl]methyl}benzaaiide 

4-cMoro-N<{5-[(4-{4-mtrobe^^ 
yl}methyl)benzamide 

N-({5-[(4-benzoylpiperazm-l-yl)sulfonyl]lMen-2-yl}methy^ 

4-cMoro-N-{[5-({4-[4-(trifluorom 
yl]methyl}benzamide 

4-cMoro-N-{[5-({4-[4^dimethylamino)benzoyl]piperazin-l-yl}sulfo^ 
yl]methyl}benzamide 

4-cMoro-N-[(5-{[4-(2-fluorobenzoyl)piperaziii-l-yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 

4-cMoro-N-[(S-{[4-(2,6-difluorobenzoy^ 
yl)methyl]ben2amide 

4-cMoro-N-[(5-{[4-(3-fluorobenzoyl)piperazin-l-yl]sulfonyl}thien-2- 
yl)methyl]benzainide 

4-cHOTo-N-[(5-{[4-(2-naphthoyl)p^ 

4-cM<m>-N-[(5-{[4-(l-naphthoyl)pipeia^ 

4-cMoro-N<{5-[(4-{2-nitrobenzoyl}piperazin-l-y])sulfonyl]fliien-2- 
yl}methyl)benzamide 

4-cWoro-N-[(5-{[4-(pyridin-3-ylcarbonyl)piperazin-l-yl]sulfonyl}^ 
yl)methyl]benzamide 

N-[(5-{[4-(2,l,3-benzoxadiazol-5-ylcarbo^^ 
yl)methyl]-4-chlorobenzamide 
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4-cmoro-N-[(5-{[4-(2/4-difluo^^ 
yl)methyl]benzamide 

4-6htoto-N-[(5-{[4-a4>trifhioioben^ 
yl)methyl]benzamide 

4-cMoro-N-[(5-{[4-(2,6-dicMorobenzoyl)pipera Z in-l-yl]sulfonyl} 
yl)memyl]benzamide 

4.cMoro-N<{5-[(4-heptanoylpiperazin-l-yl)sulfonyl]^^^ 

4-cW OT o-N-[(5-{[4<quinolin-8-ylsulfonyl)pipera2dn^ 
yl)methyl]benzamide 

4-nitro-N<{54(4-{3-[(trifl^^ 
2-yl}methyl)beaozamide 

N-[(5-{[4<lH-lA34an»ti^ 
nitrobenzamide 

4-mtro-N<{54(4-{3-[(trifluoromefhyl)sulfonyl]amlino^ 
2-yl}methyl)benzamide 

N-[(5-{[4-(2,4-dffliKMobenzoyl)piperidin-l-yl]su^^ 
nitrobenzamide 

N-[(5-{[4-(lH-lA3-benzotriazol-l-yl)piperidm-l-yq^ 
nitrobenzamide 

N-[(5-{[4-(lH-lA3-benzo^ 
nitrobenzamide 

4-ni1io-N<{5-[(4-{3-[(trifluoromemyl)sulfonyl]amlmo}piperi 
2-yl}methyl)benzamide 
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N -[(5-{[4-(2,4-difluorobenzoy^ 
nitrobenzamide 

N-[(5- {[4-(lH- 1 ,2,3-benzotriazol- 1 -yl)piperidin-l -yl]sulfonyl}tbien-2-yl)methyl]-4- 
nitrobenzamide 

3-nitro-N-[(5- { [4-(3-methoxyanilino)piperidin-l -yl]sulfonyl} thien-2- 
yl)methyl]benzamide 

3-nitro-N-{[5-({4-[3-(trifluoK>me 
yl]methyl}benzamide 

N-{[5<{4-[3-(dimethylamino)anilino]piperidin-l-yl}sulfo^ 
nitrobenzamide 

3-nitro-N- {[5-( {4-[3-(melbylsulfonyl)anilmo]piperidin-l -yl} sulfonyl)thien-2- 
yl]methyl}benzamide 

3-nitro-N-{[5-({4-[3-(memylsulfanyO^ 
yl]methyl}benzamide 

N- { [5-( {4- [3 -(aminosulfonyl)anilino]piperidin- 1 -yl} sulfonyl)tbien-2-yl]me1hyl} -3- 
nitrobenzamide 

methyl 

N-{[5-({4-[3-(ammocarbonyl)anilmo]pipe^ 
nitrobenzamide 

3-nitro-N-({5-[(4-{3-m^oanilino}piperi(iin-l-yl)sulfonyl]thien-2- 
yl}methyl)benzamide 

3-nitro-N-[(5-{[4-(2-memoxyanilmo^ 
yl)methyl]benzamide 
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3-nitro-N- {[5-({4-[2-(trifluoromethyl)anilino]piperidin-l -yl} sulfonyl)thien-2- 
yl]methyl}benzamide 

3-nitro-N<{5-[(4-{2-nitroanil^ 
yl}methyl)benzamide 

N-[(5-{[4<4-cMoroanilmo)pip^ 
nitrobenzamide 

3-nitro-N-{[5K{4-[4-(trifluoromethyl)anilino]piperidin-l-yl}sulfonyl^^ 
yl]memyl}benzamide 

3- nitro-N<{5-[(4-{4-[(tiifluorome1hyl)sulfonyl]aiiiliao}pipe^ 
2-yl}mefhyl)benzamide 

N-{[5-({4-[4-(ammocarbonyl)anilmo]pfc^ 
nitrobenzamide 

N-[(5- {[4-(3-propylanilino)piperidin-l -yl]sulfonyl}thien-2-yl)methyl]-3- 
nitrobenzamide 

N-[(5-{[4-(3-cMoroanilmo)piperid^ 
nitrobenzamide 

4- niteo-N-[(5- {[4-(3-memoxyanU^ 
yl)methyl]benzamide 

4-nitro-N-{[5<{4^3-(trffluoromemyl)ani^^ 
yl]methyl}benzamide 

N-{[5-({4-[3-(dimemylammo)anilmo]piperidm-l-yl}sulfonyl)m^ 
nitrobenzamide 
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4-nitro-N-[(5- {[4-(3-piopylanilino)piperidiB-l -yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

4-nitro-N-{[5-({4-[3-(memylsulfonyl)an^ 
yl]methyl}benzamide 

4-nitro-N-{[5-({443<methylsuff^ 
yl]memyl}benzamide 

N-{[5-({4-[3^aminosulfonyl)amlino]piperidin-l-yl}sulfonyl)tbien^ 
nitrobenzamide 

methyl 

3- {[l-({5-[({4-nitrobenzoyl}aimno)methyl]lMen-2-yl}sulfonyl)piperid^ 
yl]amino}benzamide 

4- nitro-N-({5-[(4-{3-nitroan^ 
yl}methyl)benzamide 

4-mtro-N<(5-{[4-(2-memoxyani^^ 
yl)methyl]benzamide 

4-nitro-N-{[5-({4-[2-(trifluorom 
yl]methyl}benzamide 

4-m1io-N-({5-[(4-{2-nitroamTmo}p^ 
yl}methyl)benzamide 

N-[(5-{[4-(4-cWoroanilmo)piperidm-l-yl]sulfonyl}tMen-2-yl)m 
nitrobenzamide 

4-nitro-N-{[5^{4-[4-(trifluorome^ 
yl]methyl}benzamide 



4-mtro-N-({5-[(4- {4-[(trmuorome 
2-yl}methyl)benzamide 

N _{[ 5 _({4-[4-(aminocarbonyl)an^ 
nitrobenzamide 

N .{[5.({4-[4-(l,3-di&iolan-2-yl)anamo]piperidin-l-yl}sulfonyl)t^ 
nitrobenzamide 

N-({5-[(4- {3-[an^o(immo)m^^ 
yl}methyl)-3-nitrobenzamide 

N-({S-[(4-{3MX24iydioxye1hyl)sidfonyl] 
yl}methyl)-3-nitrobenzamide 

N _({ 5 _[(4-anilmopiperidm-l-yl)s^^^ 

N .({5_[(4.{3.[(2-hydroxyethyl)sulfonyl]anilino}piperidin-l-yl)s^ 
yl}methyl)-4-nitrobenzamide 

N<{54(4-anilinopiperi<lin-l-y^ 

N-({5-[(4- {3-[amino(immo)me1hyl]anilino}piperidin-l -yl)sulfonyl]fbien-2- 
yl}metbyl)^-mtrobeiizamide 

3_nitto-N<{5-[(4-{3-[(trifluoromeAyl)sul^yl]anfl^ 
2-yl}methyl)benzamide 

4-nitro-N-({5-[(4-{3-[(trifluorome1hyl)sulfanyl]anilino}piperidin-^ 

2- yl}mefhyl)benzamide 

3- nitro-N^(5-{[4-({3-nitropyridm-2-yl}amino)piperidm-l-yl]sulfon^ 
yl)mefhyl]benzamide 
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N-{[5<{4-[(2,2^oxido-l,3-dihydro-2-benzotWen-5-yl)amino]piperidin-l- 
yl} sulfonyl)thien-2-yl]me1hyl} -3 -nitrobenzamide 

N-[(5-{[4<2,3-dihydro-lH-hiden-5-ylaim^^ 
yl)methyl]-3-nitrobenzamide 

3-nitro-N-[(5-{[4-(2-propylanilino)piperidin-l-yl]sulfonyl}thien-2 
yl)methyl]benzamide 

3-nifao-N-[(5-{[4-(4-pn)pylanilino)piperidin-l-yl]sulfonyl}tW 
yl)metiiyl]benzamide 

N-[(5-{[4<3-tert-butylaniKno)piperidin-l-yl]sulfonyl}thien-2-yl^ 
nitrobenzamide 

3-nitro-N-{[5-({4-[3-(l,3H>xazol-5-yl)anu^o]piperidin-l-yl}sulfonyl)lM 
yl]methyl}benzamide 

3-nitro-N-[(5-{[4<2-phenylethyl)piperidm-l-yl]sulfonyl}tlrien-2 

N<{S-[(4-{[3^Moro-5<1rifluorome^ 
yl)sulfonyl]lWen-2-yl}methyl)-3-nitrobenzanMde 

N-[(5- {[4-([l, 1 '-biphenyl]-3-ylamino)piperidin-l -yl]sulfonyl}tbien-2-yl)me1byl]-3- 
nitrobenzamide 

N-[(5- {[4-(3-benzylanilino)piperidin-l -yl]sulfonyl}tbien-2-yl)methyl]-3- 
nitrobenzamide 

3 "M^-N-{[5-({4-[3<moipholin^-ylsulfonyl)aiiilino]piperi 
yl]methyl}benzamide 

3 -^o-N-[(5-{[4-(3-propylphenoxy)piperidm-l-yl]sulfonyl}thien-2- 
yl)methyl]benzamide 
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4-nitro-N-[(5-{[4-(pyrimidin-2-ylamino)piperidin-l-yl] 
yl)methyl]beiizamide 

N-{[5<{4-[(3-aminopyridin-2-yl)amino]piperidiii- 1 -yl} sulfonyl)thien-2-yl]me1hyl}-4- 
nitrobenzamide 

4-nitro-N-[(5- { [4<{3-nitropyridin-2-yl} amino)piperidin- 1 -yl]sulfonyl} thien-2- 
yl)methyl]benzamide 

N-[(S-{[4<2,3-dihydro-lH-mden-5-ylan^ 
yl)methyl]-4-nitrobenzamide 

4-mtro-N-[(5-{[4-(2-propylamlino)piperidin-l-yl]sidfonyl}tbien^ 
yl)methyl]benzamide 

4-nitro-N-[(5-{[4<4-pK)pylanib^o)piperidin-l-yl]svdfonyl}t^ 
yl)methyl]benzamide 

N-[(5-{[4-(3-tert-butylanilmo)pipe^ 
nitrobenzamide 

4-nitro-N- {[5<{4-[3-(l ,3-oxazol-5-yl)anilino]piperidin-l -yl} sulfonyl)thien-2- 
yl]methyl}benzamide 

4-iutro-N-[(S-{[4-(2-phenyle1hyl^^ 

N-({5-[(4-{[3-cMaro-5-(trffluoro^ 
yl)sulfonyl]lMen-2-yl}methyl)-4-nitrobenzairiide 

N-[(5-{[4-([l,l'-biphenyl]-3-ylan±io)piperidm-l-yl]sulfonyl}tbJen- 
nitrobenzamide 

N-[(5-{[4-(3-benzylanilino)piperidin-l-yl]svdfonyl}thi 
nitrobenzamide 
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4-nitro-N-{[5-({4-[3<moipho^ 
yl]methyl}benzamide 

N-[(5-{[4-(2-aminoanilino)piperid^^ 
nitrobenzamide 

3-nitro-N-[(5-{[4-(pyTimidin-2-ylammo)piperidin-l-yy 
yl)metiiyl]ben2amide 

N-{[5-({4-[(3-aminopyridin-2-yl)amino]piperidin-l-yl}sulfonyl)M 
nitrob enzamide 

N-({S-[(4-{2-mtro^[(trifluorome^ 

2- yl}methyl)-3-methoxybenzamide 

3- nitro-N-[(5- {[4-(3-phenylpropyl)piperazin-l -yl]sulfonyl}tbien-2- 
yl)methyl]benzamide 

3-nitro-N-({5-[(4-{[4-(trifluorome^ 
yl)sulfonyl]1bien-2-yl}methyl)benzamide 

N-[(5 - {[4-(3-cyclohexyl-4-hydroxyanilino)piperidin- 1 -yl]sulfonyl} thien-2-yl)methyl] - 
3 -nitrobenzamide 

N-({5-[(4-{3-[(butylammo)s^ 
yl} methyl)-3 -nitrobenzamide 

N-[(5-{[4-(3-ethylanilino)piperi^ 

3- iutK)-N-[(5-{[4-(5 9 6,7,8-te1rahydronaphthalen-l-ylammo)pipOT 
yl]sulfonyl}tbien-2-yl)me1hyl]benzamide 

4- nitro-N-[(5-{[4-(3-propylphenoxy)piperidin-l-yl]sidfonyl}t^ 
yl)methyl]benzamide 
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N-[(5-{[4<2,4-difluorobenzoyl)piperidin-l-yl]sulfonyl} 
nitrobenzamide 

N-[(5-{[4<2,4-difluoroben^ 
methoxybenzamide 

2-Hydroxy-N-( {5-[(4- {3-[(trifluoromethyl)sulfonyl]aidlino}piperidin-l - 
yl)sulfonyl]1hien-2-yl}methyl)benzainide 

N-[(5- {[4-(lH- 1 ,2,3-benzotriazol- 1 -yl)piperidiii-l -yl]sulfonyl}tbien-2-yl)methyl]-3- 
methoxybenzamide 

N-[(5-{[4-(lH-l^,3-benzotriazol-l-yl)piperidin-l-yl]sulfony^ 
hydroxybenzamide 

N . { [ 5 .({4-[4<l,3-dilWolan-2-yl)anilino]piperidin-l-yl}sulfon^ 
nitrobenzamide 

3-memoxy-N-[(5-{[4-(3-meihoxyaiulmo)piperi<nn-l-yl]sulfo^^ 
yl)methyl]benzamide 

3-me1hoxy-N-{[5-({4-[3-(1xifluoromemyl)anilmo]piperidm^ 
yl]methyl}benzamide 

N _{[ 5 _({4-[3-(dimemylammo)anffino^^ 
methoxybenzamide 

3-memoxy-N-[(5-{[4-(3-propylanilmo)piperidm-l-yl]sulfonyl}m^ 
yl)methyl]benzamide 

3-memoxy-N-{[5-({4-[3-(memylsu^^^ 
yl]methyl}benzamide 
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3-me1hoxy-N-{[5-({4-[3-(melhyk^ 
yljmethyl} benzamide 

N-{[5-({4-[3-(aminosulfonyl)amlino]piperidin-l-yl}sulfony0 
methoxybenzamide 

methyl 

N-{[5-({4-[3-(ammocarbonyl)ani^ 
methoxybenzamide 

3-memoxy-N-[(5-{[4-(2-memoxyanilmo)p^eridm-l-yl]sulfonyl}tM 
yl)methyl]benzamide 

N-({5-[(4-{3-ni1roaim^o}p^eridm-l-yl)siilfonyl]tbien-2-yl}methyl)-3- 
methoxybenzamide 

3-me1hoxy-N-{[5-({4-[2-(trifluoromemyl)anilmo]piperidm-l -yl} sulfonyl)thien-2- 
yl]methyl}benzamide 

N-({5-[(4-{2-nitroanilmo}p^eridm-l-yl)sulfonyl]thien-2-yl}mem^ 
methoxybenzamide 

N-{[5-({4-[4-(ammocatbonyl)ani]mo]piperidm-l-yl}sulfonyl)1^ 
methoxybenzamide 

N-{[5-({4-[4-(l,3-dllMolan-2-yl)anilmo]piperi(lm-l-yl}sulfo^^ 
methoxybenzamide 

N-[(5-{[4-(3-cMoroanilmo)piperidm-l-yl]sulfonyl}tWen-2-yl)memyl]- 
methoxybenzamide 

N-[(5-{[4-(4-chloroanilmo)p^erid^ 
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3-mefooxy-N^{5-[(4-{4-[(t^^ 
yl)sulfonyl]traen-2-yl}memyl)benzamide 

N<{5-[(4-{3-[ainmo(imino)methyl]anilmo>piperi^ 
yl}methyl)-3-methoxybenzamide 

N .( {5 .[(4.{3.[(2-hydioxyethyl)sulfonyl]aiiilmo}piperi^ 
yl} methyl)-3 -methoxybenzamide 

3-memoxy-N<{5-[(4-{3-[(trifluorom^ 
yl)svdfonyl]lbien-2-yl}methyl)benzamide 

N-({5-[(4-amlmopipe^ 

3-me1hoxy-N-({5-[(4-{3-[(triflu^^^ 
yl)sulfonyl]fhien-2-yl}methyl)benzamide 

N-[(5-{[4-(4-hydnwyaniliiM^ 
methoxybenzamide 

3- mtro-N-({5-[(4-{3-[(trifluoromemyl) S ulfanyl]aBilm 
2-yl}methyl)benzamide 

4- mtro-N-({5-[(4-{3-[(trifluo^ 

2- yl}methyl)benzamide 

N . [(5 . {[ 4-(2-hydroxyamlmo)piperidm-l-yl]sulfonyl^ 
methoxybenzamide 

3- memoxy-N-[(5-{[4-(pyrimidm-2-ylammo)piperito 
yl)methyl]benzamide 

N-{[5-({4-[(3-ammopyridm-2-yl)ammo]piperidm^ 
methoxybenzamide 
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N-[(5-{[4-({3-nitropyridin-2-yl}amino)piperidin-l-yl]sulfonyl} 
methoxybenzamide 

N- {[5-( {4-[(2,2-dioxido- 1 ,3-dihydro-2-benzotMen-5-yl)amino]piperidiii-l- 
yl> sulfonyl)lmen-2-yl]me1hyl} -3-methoxybenzamide 

N-[(5-{[4-(2,3-dmydro-lH-mdea-S-ylam^ 
yl)methyl]-3-methoxybenzamide 

3-methoxy-N-[(5-{[4<2-piopylaiiilino)piperidiii-l-yl]sulfonyl}tU 
yl)methyl]benzamide 

3-methoxy-N-[(5-{[4-(4-pi»pylanilino)piperidin-l-yl]sulfonyl}tM 
yl)methyl]benzamide 

N-[(5-{[4-(3-tert-butylanilino)piperidin- 1 -yl]sulfonyl} thien-2-yl)methyl] -3- 
methoxybenzamide 

N-({5-[(4-{[3-cWoro-5-(trifluoromethyl)pyridm-2-yl]amino}piperidin- 
yl)sulfonyl]tibien-2-yl}methyl)-3-methoxybenzamide 

3-methoxy-N-{[5<{4-[3-(l,3^xazol^ 
yl]methyl}benzamide 

N-[(5-{[4-([l,l'-b^henyl]-3-ylaniino)piperidin-l-yl]sulfonyl}lMen-2-yl)m 
methoxybenzamide 

3-mel3ioxy-N-[(5-{[4-(3-propylphenoxy)piperi<Jm-l-yl]sulfonyl}tWen-2- 
yl)methyl]benzamide 

3-methoxy-N-{[5-({4-[3-(mojpholm-4^ 
yl} sulfonyl)thien-2-yl]metbyl}benzamide 
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3-me1hoxy-N4(5-{[4-(2-phenyle1hyl)piperidin-l-yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

N-[(5-{[4-(3-benzylanilmo)p^din-l-yl]sul^ 
methoxyb enzamide 

3-methoxy-N-[(5- {[4-(3-phenylpropyl)piperazin-l -yl]sulfonyl}thien-2- 
yl)methyl]benzamide 

3-methoxy-N-({5-[(4-{[4<1riflu^^ 
yl)sulfonyl]thien-2-yl}methyl)benzamide 

N _[( 5 _{[4<3-cyclohexyl-4-hydroxyan^ 
3 -methoxybenzamide 

N-({5-[(4-{3-[(butylammo)sulfo^ 
yl} methyl)-3 -methoxybenzamide 

N-[(5-{[4-(3-e1hylairilmo)piperi^ 
methoxybenzamide 

3-methoxy-N-[(5-{[4<5,6,7,8-te^ 
yl]sulfonyl}thien-2-yl)methyl]benzamide 

N-[(5- {[4-(lH-l ,2,3-benzotriazol-l -yl)piperidin-l -yl]sulfonyl}thien-2-yl)me1hyl]-5- 
mtro-lH-pyrazole-3-carboxamide 

N .[(5_ {[4-(lH-l ,2,3-benzotriazol-l -yl)piperidin-l -yl]sulfonyl}tbien-2-yl)methyl]-2- 
oxo-l,2-dihydropyridme-3-carboxamide 

N .[(5.{[4-(lH-l,2,3-benzotriazol-l-yl)piperi(im-l-yl]sulfonyl}tW^ 
tMoxo-l,2-dmydropyridine-3-carboxamide 
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N-[(5- {[4-(lH- 1,2,3-benzotna^ 
dihydroxybenzamide 

N-[(5-{[4-(lH-l^,3-benzotriazol-l-yl)piperidin-l-yl]sulfonyl}thien-2- 
yl)methyl]pyridine-2-carboxamide 

N-[(5-{[4-(hexyloxy)piperidin-l-yl]sulfonyl}thien-2-yl)methyy 

^-({5-[(4-heptanoylp^eri<lin-l-yl)sulfonyl]tbien-2-yl}mel3iyl)-3-m^ 

4-cWOTo-N-[(5-{[4-(3-propylanilino)piperidin-l-yl]sulfonyl}-2 
ruryl)methyl]benzamide 

4-cWoro-N-[(5-{[4-(3-cUoioanilmo)piperi(Jin-l-yl]sulfonyl}-2- 
fuiyl)mefhyl]benzamide 

4-cmc^-N-[(5^[4-(3-methoxyanilmo)piperidin-l-yl]sulfonyl}-2- 
fuiyl)methyl]benzamide 

4-chloro-N-{[5-({4-[3-(trifluoro^ 
fiiryl]methyl}benzamide 

4-chloro-N- {[5-({4-[3-(dimethylamino)a^^ 
furyl]methyl}benzamide 

4-chloro-N-{[5-({4-[3-(methylsul^ 
furyl]methyl } benzamide 

4-chloro-N- {[5-({4-[3<me1bylsul^yl)anilmo]piperidin-l -yl}sulfonyl)-2- 
furyl]methyl}benzamide 

N-{[S-({4-[3-(aminosulfonyl)am^ 
chlorobenzamide 
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methyl 3-({l-[(5-{[(4-cMoroben^ 
yl} amino)benzoate 

3- ({l -[(5- {[(4-chlorobenzoyl)amino]me1hyl} -2-furyl)sulfonyl]pipeiidin-4- 
yl} amino)benzaimde 

4- cMoro-N<{5-[(4-{3-iri^ 

4-cWoro-N-[(5-{[4-(2-methoxyaiiilino)piperidin-l-yl]sulfonyl>-2- 
fuiyl)methyl]benzamide 

4-cMcm>-N-{[5-({4-[2-(trifluoio^^^ 
furyl]methyl}benzamide 

4-cUoro-N-({5-[(4-{2-iiitroanilino}piperidiB-l-yl)sulfonyl]-2-^^ 

4-cMoro-N-[(5-{[4-(4-cMoroaidliiio)piperidin-l-yl]sulfonyl}-2- 
furyl)methyl]benzamide 

4-cWOTO-N-{[5-({4-[4<trifluoromethyl)anilino]piperidin-l-yl}su^ 
fuiyl]methyl}benzamide 

4-cbloro-N-({5-[(4-{4-[(trifluorome1byl)sulfonyl]ainlino}piperi 
furyl}methyl)benzamide 

N-{[5-({4-[4-(aminocaibonyl)anilmo]piperidin-l-yl}sulfonyl)-2- 
chlorobenzamide 

4-cWoro-N-{[5-({4-[4-(l^-dilMolan-2-yl)amlino]piperidin-l-yl}su 
fijryl]methyl}benzamide 

N-({5-[(4-{3-[amino(imino)methyl]anilino}piperito 
4-chlorobenzamide 
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4-cMOTo-N-({5-[(4-{3-[(tnfluoromethyO 
furyl}methyl)benzamide 

N-({5-[(4-anilinopiperidin-l-yl)s^^ 

4-mtro-N-({5-[(4-{3-[(trifluoram^ 
furyl } methyl)benzamide 

4-cMoro-iVK{M(3-{3-[(trifluorom^ 
yl)sulfonyl]thien-2-yl}mefliyl)benzami<ie 

4^Moro-i\K{5-[(4-{3-[(trifluoromethyl^ 
yl}methyl)benzamide 



5-{[(3-methoxybenzoyl)amino]methyl}-2-[(4-{3-[(trifluo«>methyl)sul^ •* 
anilino}piperidin- 1 -yl)sulfonyl]thiophene-3 -caxboxylic acid 

5-{[(3-methoxybenzoyl)amino^ 
yl]sulfonyl}lbiophene-3-carboxylic acid 

N-(2-hydroxye1byl)-5-{[(3-methoxybenzoyl)airdno]methyl}-2-[(4-{3-[(tri^ 
me1byl)su]fonyl]anilinofr^^ 

N-({4-(bydrazinocaibonyl)-5-[(4-{3-[(trifluoromethyl)sulfonyl]ajim 
yl)sulfonyl]lhien-2-yl}me1hyl)-3-metho3^benzamide 

5-{[(3-me1hoxybeiizoyl)amino]me^ 
anilino}piperidin-l-yl)sulfonyl]tWophene-3-carboxaiiude 

N-[2-(dimethylaimno)e1hyl]-5-{^ 

[(tifluorometbyl)sulfonyl]anilino}piperidm-l-yl)sulfonyl]^ 
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N-({4-(hydroxymethyl)-5-[(4-{3-[(1rifluoromethyl)sulfonyl]anilino}piperi 
yl)sulfonyl]thien-2-yl}mefhyl)-3-methoxybenzatQide 

4-cMoro-N-[(5-{[4-(hexylamin^^^ 

3- Me1hoxy-N-{[5-({4-[(4-trifluorom^ 
yl]methyl}benzamide 

4- cMoro-N-[(5-{[4-(13-lMazol-2-ylainino)piperidin-l-yl]sulfonyl}M 

yl)methyl]benzamide 
4-cMoro-N-[(5-{[4-(hep1ylam^ 

4-cMoro-N-[(5-{[4-(pentylai^^ 

4-cMoro-N-[(5-{[4-(butylamino^ 

4-cMoro-N-[(5-{[4-(dodecylair^ 

4-cMoro-N-{[5-({4-[(2-c^clohexyle^ 

yl]methyl}benzamide 

4-cMoro-N-{[5-({4-[(cyclohexylra^ 

yl]methyl}benzamide 

4-cMoro-N-({5-[(4-{[(lR)-l-cyclohe^ 

yl}methyl)benzamide 
N-{[5-({4-[(lR,2R,4S)-bicyclo[2.2.1]h^ 
yl]methyl> -4-cMoroben2amide 
4-cldoro-N-{[5-({44(2-propoxyethyl)ai^ 
yl]methyl}benzamide 

N-{[5<{4-[(l-adamantylmefhyl)amino]piperidm-l-yl}sulfonyl^ 
chlorobenzamide 

4-cMOTO-N-{[S-({4-[(2-pyridm-2-yl^^ 
yl]mefhyl}benzamide 
4-cMoro-N-{[5-({4-[(2-piperidin^^^ 
yl]methyl}benzamide 

4-cbloro-N-{[5-({4-[(2-e1bylhexyl)aniino]piperidin-l-yl}sulfonyl)lWen-2- 
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yl]memyl}benzamide 

4-cMoro-N-({5-[(4-{[3-(lH-imidazoM^^ 
yl}methyl)benzamide 

4-cWoro-N-[(5-{[4-(octyIammo)piperidin-l-yl]sulfonyl}thien-2-yl)^ 

N-[(5-{[4-(heptylammo)piperi^ 
methoxybenzamide 

3-memoxy-N-[(S-{[4-(oc1ylammo)piperi^ 

3-methoxy-N-[(5-{[4-(pen1ylaniino)piperidm-l-yl]siilfonyl}tbien-2- 
yl)methyl]benzainide 

N^(5-{[4-(bu1ylammo)piperi^ 

N-[(5 - { [4-(dodecylamino)piperidin- 1 -yl]sulfonyl } thien-2-yl)methyl] -3 - 
methoxybenzamide 

N-{[5<{4-[(2-cyclohexylemyl)amino]piperidin-l -yl} sulfonyl)thien-2-yl]methyl}-3- 
methoxybenzamide 

N-({5-[(4-{[(lR)-l- C yclohexylemyl]ammo}pfc 
3 -methoxybenzamide 

N-{[5-({4-[(lR£R,4S>bicyclo[2.2J]hept-2^ 
yl]methyl}-3-methoxybenzamide 

3-methoxy-N- {[5-({4-[(2-propoxyemyl)ammo]piperidin-l -yl}sulfonyl)thien-2- 
yl]methyl}benzamide 

N-{[5-({4-[(l -adamantylmemyl)amino]piperidin-l -yl} sulfonyl)thien-2-yl]methyl} -3- 
methoxybenzamide 

N-{[5-({4-[(3,3-diemoxypropyl)ammo]piperidm-l-yl}sulfonyl)tm^ 
methoxybenzamide 

3-meflioxy-N-{[5-({4-[(3-moipto 
yl]methyl}benzamide 

3-memoxy-N-{[5-({4-[(2-pyridm-2-ylemyl)ammo]piperidm-l-yl}sulfo^^ 
yl]methyl}benzamide 
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3-methoxy-N-{[5-({4-^ 
yl]methyl}benzamide 

N . {[5 .( {4 -[(2-ethylhexyl)amino]piperidin-l-yl}sulfonyl)^ 

methoxybenzamide 
N-({5-[(4-{[3-(lH-iinid^ 
yl}methyl)-3-methoxybenzamide 
N-[(5-{[4-(hexylammo)piperi^^ 

N-[(5-{[4-(heptylammo)a^^ 

3-memoxy-N-[(5-{[4-(octyl^^ 

3-memoxy-N-[(5-{[4-(pentyl^^ 

N-[(5-{[4-(bu1ylammo)az^ 

N . [(5 . {[4 -(dodecylainmo)a Z epan-l-yl]sul^yn 

N _ {[5 _ ({4 -[(2-<*clohexyle^^ 
methoxybenzamide 

N-({5-[(4-{[(lR)-l-cyclohexylemyl]ammo>azepan-l-yl)sulfonyl]mien-2-yl} 
methoxybenzamide 

N-{[5<{4-[(lR,2R,4S)-bicyclo[2.2.1^ 

yl]methyl}-3-methoxybenzamide 

3-methoxy-N-{[5-({4-[(2-propoxy^^ 

yl]methyl}benzamide 

N-{[5<{4-[(cyclohexylmemyl)^ 

methoxybenzamide 

N-{[5<{4-[(l-adamantylmemyl)^ 

methoxybenzamide 
3-metooxy-N-{[5-({4-[(3-moiph^^ 

yl]methyl}benzamide 

3-memoxy-N-{[5-({4-[(2-pyri^^ 

yl]methyl}benzamide 
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3- methoxy-N- {[5-({4-[(2-piperidin-l -ylemyl)amino]azepan-l -yl}sulfonyl)thien-2- 
yl]methyl}benzamide 

N-{[5-({4-[(2-ethylhexyl)amino]azepan-l-yl}sulfonyl)thien-2-yl]methyl} 
methoxybenzamide 

N-({5-[(4-{[3-(lH-imidazol-l-yl)propyl]a^ 
yl}methyl)-3 -methoxybenzamide 

4- cMoro-N-[(5-{[4-(heptyl^ 
4 ^Moro-N-[(5-{[4-(octylai^ 

4-cM OT o-N-[(5-{[4-(pentylammo)azepan-l-yl]suIfonyl}tbjen-2-y^ 

N-[(5-{[4-(bulylanimo)a 2 epan-l-yl]suIfoiiyl}tbien-2-yl)me^ 

4-cMoro-N-[(5-{[4-(dodecylammo)azepan-l-yl]sulfonyl}tbien 

4-cMoro-N-{[5-({4-[(2-cyclohexylemyl)ammo]azepan-l-yl}sulfonyl)m^ 
yl]mefhyi}benzamide 

N-{[5-({4-[(lR,2R,4S)-bicyclo[2.2.1]hept-2-ylammo]azepan-l-yl}sulfo^ 
yl]methyl}-4-chlorobenzamide 

4-cMoro-N-{[5-({4-[(2-propoxyemyl^ 
yl]methyl}benzamide 

4-cMoro-N-{[5-({4-[(2-emymexyl^ 

yl]methyl}benzamide 

^cMoro-N-[(5-{[4-(hexylam^^ 

N-[(5-{[4-(hexylainmo)azepan-l-yl]sulfonyl}tbien-2-yl)me 

3-metboxy-N-[(5-{[4-({2-[3-(trifluoromemyl)phenyl]emyl}ammo)piperidm^ 

yl]sulfonyl}tbien-2-yl)methyl]benzamide 

3-memoxy-N-({S-[(4-{[2-(4-me^ 

yl}methyl)benzamide 

3-methoxy-N-({5-[(4-{[(lS,2R)-2-phenylcyclopropyl]anmio}piperidm-l- 
yl)siilfonyl]thien-2-yl}methyl)benzamide 

3-memoxy-N-{[5-({4-[(l-n^h m ylmemyl)ammo]piperidm-l-yl}s^ 
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yl]methyl}benzamide 
3-memoxy-N-{[5<{4-[(2-ph^ 

yl]methyl}benzamide 

N-({5-[(4-{[2-(4-hydroxyphenyl)e^ 

yl}methyl)-3-methoxybenzamide 

3-me1hoxy-N-{[5<{4-[(3-ph^^ 

yl]methyl}benzamide 

methoxybenzamide 
N _ {[5 _ ({4 -[(2-hydroxye^^ 
methoxybeirzamide 
3-me*oxy-N-[(5-{[4-(nonyl^^ 

3<nethoxy-N-[(5-{[4-(^^ 
3-methoxy-N-[(5-{[4-(efhylammo)piperidm-l^ 

N-{[5-({4-[(2-[U'-biphenyl]-4-y^ 
yl]methyl} -3 -methoxybenzamide 

yl]methyl} -3-methoxybenzamide 

3-memoxy-N-{[5-({4-[(2-tm^ 

yl]methyl}benzamide 

3-methoxy-N-[(5-{[4-({4-[(trifluorome^yl)sulfonyl]benzyl}amm 

yl]sulfonyl}thien-2-yl)methyl]benzamide 

3- methoxy-N-{[5<{4-[(qumohn-4-ytoiemyl)animo]pipe^ 

yl]methyl}benzamide 

N-{[5<{4-[([l 5 l , -biphenyl]-4-ylmethyl)animo]-l-piperidmyl}sul^^ 

thienyl]methyl} -3-methoxybenzamide 

4- cHoro-N-{[5-({4-[(2-{[(trffluo^^ 
piperidmyl}sulfonyl)-2-tmenyl]memyl}beiizamide 
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4-cMoro-N-[(5-{[4-(propylammo)-l-piperi^ 

4-chloro-N-[(5-{[4-({4-[(trifluorome1hyl)sulfonyl]bei^l}amino>l- 
piperidmyl]sulfonyl} -2-thienyl)methyl]benzamide 
4-cMoro-N-{[5-({4-[(3,4-dmydroxybenzyl)a^ 
thienyljmethyl } benzamide 

methyl [{l-[(5-{[(4-cbJoroben2»yl)amino]memyl}-2-tbienyl)sulfon^ 
piperidinyl} (hexyl)amino]acetate 

tert-butyl [{l-[(5-{[(4-cUorobenzoyl)ammo]memyl}-2-thienyl)sulfonyl]-4- 
piperidinyl} (hexyl)amino]acetate 

[{ 1 -[(5- { [(4-cMorobenzoyl)ammo]methyl} -2-thienyl)sulfonyl]-4- 
piperidinyl}(hexyl)amino]acetic acid 
N-[(5-{[3-(heptylammo)pyrrohdm^ 
methoxybenzamide 

3-methoxy-N-[(5-{[3<oc1ylammo)pyn-olidm-l-yl]sulfonyl}lMen-2-yl^ 

3-methoxy-N-[(5- {[3-(pentylamino)pytrolidiii- 1 -yl]sulfonyl} thien-2- 
yl)methyl]benzamide 

N-[(5-{[3-(butylamino)pyiTOlidm-l-yl]sulfoiiyl}lWen-2^ 

N -[(5-{[3-(dodecylammo)pyrrolidm-l-yl]sulfonyl}thien-2-yl)mem^^ 
methoxybenzamide 

N- { [5-( {3-[(2-cyclohexylemyl)ammo]pyrrolidin- 1 -yl} sulfonyl)thien-2-yl]methyl} -3 - 
methoxybenzamide. 

N<{5-[(3-{[(lR)-l^clohexylethyl]a^ 
3 -methoxybenzamide 

N- { [5-( {3 - [(1 R,2R,4S)-bicyclo[2.2 . 1 ]hq)t-2-ylamino]pytrolidin- 1 -yl} sulfonyl)thien-2- 
yl]memyl} -3 -methoxybenzamide 

3-methoxy-N-{[5-({3-[(2-propoxyemyl)ammo]pyrioUdm-l-yl}sulfonyl)m^ 
yl]methyl}benzamide 

N-{[5-({3-[(cyclohexylmemyl)ammo]pyiroUdm-l-yl}sidfonyl)m^ 
methoxybenzamide 



i 
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N-{[5-({3-[(l-adamantylmemyl)^ 
methoxybenzamide 

3-methoxy-N-{[5-({3-[(3-moipholm-4-ylpmpyl)ammo]pyrtol^ 
yl]memyl}benzamide 

3-methoxy-N-{[5<{3-[(2-pyridm-2-yleihyl)ammo]pyiioU^ 

yl]methyl}benzamide 

3- methoxy-N-{[5-({3-[(2-pfceri^ 

yl]methyl}benzamide 
N-{[5-({3-[(2-e1hylh^ 

methoxybenzamide 

N .[( 5 .{[3-(hexylammo)pyiroHdm-l-yl]sulfonyl}tMen-2-yl)memyl] 

methoxybenzamide 

4- cUoro-N-[(5-{[3-(heptyl^^ 

4-cWoro-N-[(5-{[3-(hexylammo)pyiroUdm-l-yl]sulfonyl}^ 

4-cUoro-N-[(5-{[3-(pentyl^ 

N-[(5-{[3T(butylammo)pyrroUdm-l-yl]sulfony^ 

4-cWOTO-N-{[5-({3-[(2-cyclohexylemyl)ammo]pyirolidm-l-yl}^ 

yl]methyl}benzamide 
N-{[5<{3-[(lR,2MS)-bicy^ 
yl]methyl> -4-chlorobenzamide 

4-chloro-N-({5-[(3- {[(1 -hydioxycyclohexyl)memyl]ammo}pytrolidin-l- 

yl)sulfonyl]thien-2-yl}memyl)benzamide 

N-{[5-({3-[(l-adamantylme1iiyl)amino]pym>li^ 

chlorobenzamide 

4-cMoro-N-{[5<{3-[^ 

yl]methyl}benzamide 

4^Moro-N-{[5-({3-[(2-py^^ 

yl]methyl}benzamide 
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4-chloro-N- {[5-({3-[(2-piperidin-l -ylethyl)ammo]pyirolidin-l-yl}sulfoiiyl)tiiien-2- 
yl]memyl}benzamide 

4-cMoro-N-{[5-({3-[(2-emymexyl)ammo]py^^ 

yl]methyl}benzamide 

4-cMoro-N-[(S-{[3-(octylammo)pyr^^^ 

methyl (2S)-l-[(5-{[(4-cMorobenzoyl)amino]methyl}-2-tbienyl)sulfonyl]-4- 
(hexylamino)-2-pyrrolidinecarboxylate 

3- methoxy-N-{[5-({4-[(pentylamino)me1hyl]piperidm-l-yl}sulfon^ 
yl]memyl}benzamide 

N-{[5-({4-[2-(butylammo)emyl]piperi^ 
methoxybenzamide 

N-{[5-({4-[(4-butylanilmo^ 
methoxybenzamide 

4- cMoro-N-{[5-({4-frexyl(memyl)am^ 
yl]methyl}benzamide 

4-cMoro-N-{[5-({4-[(cyclohexylmemyl)(hexyl)ammo]piperidm-l-yl}s^ 
yl]methyl}benzamide 

N-{[5-({4-|>enzyl(hexyl)ammo]piperi^ 
chlorob enzamide 

4-chloro-N- {[5-({4-[hexyl(pyridm-3-ylmemyl)amino]piperidm-l -yl}sulfonyl)thien-2r 
yl]me1hyl}benzamide 

4-chloro-N-{[5-({4-[hexyl(pyridm-4-ylmemyl)ammo]piperidm^ 
yl]methyl}benzamide 

4-chloro-N- {[5-({4-[hexyl(pyridm-2-ylmemyl)ammo]piperidm-l-yl}sulfon 
yljmethyl } benzamide 

N- {[5-({4-[butyl(bexyl)ammo]piperidin-l -yl} sulfonyl)thien-2-yl]methyl} -4- 
cnlorobenzamide 

4-cMoro-N-{[5-({4-[hexyl(3-phenylpropyl)ammo]piperidm-l-yl}^ 
yl]methyl}benzamide 
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4-cMaro-N-{[5<{4-^ 

yl]methyl}benzamide 

N-{[S<{4-[[(54«mno-^^ 

yl]mefhyl} -4-chlorobenzamide 

3<nethoxy-N<{5-[(4-{mefhy^^ 

piperidinyl)sulfonyl]-2-thienyl}methyl)benzamide 

4-cbloro-N-{[5<{4-[(3-cMorobe^ 
yl]methyl}benzamide 

2- yl}methyl)benzamide 

3- m ethoxy-N-{[5<{4.[(3-me&yIbeii Z yl)aimno]p^ 

yl]methyl}benzamide 
3-methoxy-N-{[M{4-[(4-p^^ 
yl]methyl}benzamide 
3-metlioxy-N<{5-[(4-{[3<t^ 

2- yl}methyl)benzamide 

3- me thD X y-N<{5-[(4-{[Mtrifluorcmieflioxy)be^ 

2- yl}methyl)benzamide 

N . ({ 5.[(4.{[4-(dffluoromethoxy)benzyl]amino}piperidin^ 
yl}methyl)-3-methoxybenzamide 

3- methoxy-N-{[5<{4-[(2,3A5,6-pentamethylbenzyl)aminote^^ 
yl} sulfonyl)tbien-2-yl]methyl}benzamide 
3-methoxy-N-{[5<{44(4 W ^ 
yl]methyl}benzamide 

N-{[5<{4-[(4-butoxybenzyl)aimno]piperidii 1 -l-yl}^ 
methoxybenzamide 

3-methoxy-N-{[5<{4-[(4-metboxybenzyl)ammo]piperidin-l^ 
yl]methyl}benzamide 

3-meiho X y-N-{[5<{4-[(pyridm^yl m e«hyl)amino]piperi^ 
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yl]memyl}benzamide 

3-methoxy-N- {[5-({4-[(pyridin-2-ylmethyl)ainino]piperidiii- 1 -yl} sulfonyl)thien-2- 
yl]methyl}benzamide 

3-memoxy-N-{[5<{4-[(pyridm-3-yta^ 
yl]methyl } benzamide 

N- { [5-( {4-[(4-tert-butyIbenzyl)amiiio]piperidia-l -yl} sulfonyl)thien-2-yl]methyl} -3- 
methoxybenzamide 

N-{[5-({4-[(3-ethoxyben2yl)atnino]piperidin-l-yl}sulfonyl)tW 
methoxybenzamide 

3-melhoxy-N- { [5-( {4-[(4-phenoxybe^ 

yl]memyl}benzamide 

3-memoxy-N-[(5-{[4-({44(trifluoro^ 

yl]sulfonyl}thien-2-yl)methyl]benzamide 

3-memoxy-N-({S-[(4-{[4-(memylsuffi^ 

tbienyl}methyl)benzamide 

N-({5-[(4-{[3,5-bis(trifluoicmiethyl)benzyl]amino}-l-piperidm 
thienyl } methyl) -3 -methoxybenzamide 

N-({5-[(4-{[2,5-bis(trifluoromethyl)benzyl]ammo}-l-piperidmyl)sulfonyl]-2- 
thienyl}methyl)-3-methoxybenzamide 

N-({5-[(4-{[4-(e1hylsulfanyl)benzyl]ammo}-l-piperidmyl)sulfon^ 
3 -methoxybenzamide 

3-memoxy-N-[(5-{[4<{3-[(trifluorome%^ 
pq>eridmyl]sulfonyl} -2-thienyl)methyl]benzamide 

N-({5-[(4- {[(2,2-difhioro- l,3-benzomoxol-5-yl)memyl]amino} -l-piperidinyl)sulfonyl]- 

2-tbienyl}methyl)-3-methoxybenzamide 

N-{[5-({4-[(4-iodobenzyl)aimno]-l-p^ 

methoxybenzamide 

N-({5-[(4-{[4-(beiizyloxy)benzyq 

methoxybenzamide 
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N-{[5-({4-[(mesi1yta^ 
methoxybenzamide 
N _ {[5 _( { 4-[(4-cMorobenzyl)^ 
methoxybenzamide 

N .{[ 5 .({4-[(4-ethylbeiizyl)ammo]-l-piperidmyl}smfonyl)-2-lM 
methoxybenzamide 

3-methoxy-N-{[5<{4-[(4-pentymen^ 
thienyl]methyl}benzamide 

3-methoxy-N-[(5-{[4-({l-[4-(trifluoromemyl)phenyl]emyl}ammo)-l- 

piperidmyl]sulfonyl}-2-thienyl)methyl]benzamide 
3-methoxy-N-{[5<{4-[(4-memyIbenzyl)amino]-l-pipeiidmyl}smfonyl)-^ 

thienyl]methyl}benzamide 

N . {[ 5.({4-[(4-butyIbenzyl)anmio]-l-piperidmyl}smfonyl)-^ 

methoxybenzamide 

N-{[5-({4-[(4-isopropylbenzyl)^ 

methoxybenzamide 

N _ {[5 <{4-[(4-isobutylb^^ 

methoxybenzamide 

N-({5-[(4-{[(l-hydroxy-llambda~5~- ^pyridm^yl)memyl]amino}-l- 

piperidmyl)sulfonyl]-2-lMenyl}memyl)-3-memoxybenzamide 

N . {[5 .({4-[(2,3-dmydro-l,4-beiizodioxm-6-ylmemyl)anmio] 

thienyl]methyl} -3 -methoxybenzamide 
N . {[5 _({4-[(2,3-dmydro-l-benzofuran-5-ylmemyl)amm 

thienyl]methyl} -3 -methoxybenzamide 

4-cmoro-N-{[5-({4-[(4-propylbenzyl)ammo]-l-piperidmyl}sulfonyl) 
thienyl]memyl}benzamide 

4^Moro-N-({54(4-{[4-(trifhioromemoxy)benzyl]am^ 

thienyl}methyl)benzamide 
4-cworo-N-({5-[(4-{[4-(difluo^^ 
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thienyl}mefhyl)benzamide 

4-cMoro-N-{[5<{4-[(4-propoxybenzyl)anmo]-l-piperidinyl}sulfonyl)-2- 
tbienyl]methyl}benzamide 

N- {[5-({4-[(4-butoxybenzyl)ammo]-l -piperidinyl}sulfonyl)-2-thienyl]methyl} -4- 
chlorobenzamide 

4-cMoro-N-{[5<{4-[(4-quinolmylmethyl)amino]-l-piperidinyl}sulfon^ 
tbienyl]methyl}benzamide 

N-{[5<{4-[(4-tert-butylbenzyl)amino]-l-piperidinyl}sulfonyl)^ 
chlorobenzamide 

4-cMoro-N-{[5-({4-[(4-phenoxybei^^ 
thienyl]methyl}benzamide 

4-chloro-N-[(5-{[4-({4-[(trifluoromethyl)sulf^yl]benzyl}amiiio>l- 
piperidinyl]sulfonyl} -2-thienyl)methyl]benzamide 
4^Moro-N<{5-[(4-{[4-(trifluorom^ 
tbienyl}mefhyl)benzamide 

3-methoxy-N-({5-[(4-{[2<trifluoro^ 
lMenyl}methyl)beaizaniide 
3-methoxy-N-[(S-{[4-({[6-(trffluorom^ 
piperidinyl]sulfonyl}-2-thienyl)methyl]benzaiiiide 

N-[(5-{[4-(benzylamdno)-l-piperidinyl]sulfonyl}-2-lMenyl)me 
methoxybenzamide 

3-me1boxy-N-[(5-{[4<{l-[4-(trifluoromethyl)phenyl]piopyl}ainmo)-l- 
piperidinyl]sulfonyl}-2-thienyl)methyl]benzamide 

3- methoxy-N-[(S-{[4-({l-methyl-l-^ 

piperidinyl]sulfonyl}-2-tbienyl)methyl]benzamide 

4- chloro-N-[(5-{[4-({l-[4-(Mfluoromelhyl)phenyl]ethyl}amino)-l- 
piperidinyl]sulfonyl} -2-thienyl)methyl]benzamide 

4^Moro-N4(5-{[4-({l-me1hyl-144<trifluoromethyl)phenyl]elbyl}anm 
piperidinyl]sulfonyl}-2-1hienyl)methyl]benzamide 
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4-cWoro-N^(5-{[2-({[4-(1rifluor<methyl)beir^l]amino}methyl)-l- 
pyrroli(toyl]sulfoiiyl}-2-thienyl)methyl]benzainide 
4-cbloro-N-[(5-{[(3R)-3-({[4- 
(trifluoromethyl)benzyl]ami^ 
thienyl)methyl]benzamide 
4 _cUoro-N-({5-[(3-{[4<trffl^^^ 
tbienyl}methyl)benzamide 

4-cUoro-N-{[5<{3-[(hexylanmio)me1hyl]-l-piperidinyl}sulfonyl)-2- 

thienyl]mefhyl}benzamide 
4-cbloro-N<{5-[(3-{[4-(tr^^ 
thienyl}methyl)benzamide 
4-cMoro-N-{[5-({(3R)-3-[(hexyla^^ 
thi«iyl]methyl}benzamide 

4^Uoro-N-[(5-{[3<{[4-(1^^^ 

2-thienyl)methyl]benzamide 

2-oxo-N<{5-[(4-{[4-(trifl^^ 
1hienyl}melbyl)-l,2-dmydTo-3-pyTidiiiecarboxaniide 

N-[(5-{[4-(hexylan™o)-lW^^ 

pyridinecarboxamide 

N-[(S-{[4-<bexylan^^ 

2-hydtoxy-N<{5-[(4-{[4-(lrifluorome1byl)benzyl]ainm^ 

thienyl}mefhyl)benzanaide 

N _ [( 5- { [4-(hexyla^o)-l-p^^ 

3 -pyridinecarboxamide 

2-lMoxo-N-({5-[(4-{[4-(^^ 
thienyl}methyl)-l,2-dihydro-3-pyridinecarboxamide 

N-[(S-{[4-(butylaii^ 
pyridinecarboxamide 
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N-({5-[(4-{e1hyl[4-(trmuoiome1hyl)benzyl]anuno}-l-piperidinyl^ 
thienyl}methyl)-3-methoxybenzamide 

4- cMoro-N-[(5-{[4-({imino[4<1r^ 
piperidinyl]sulfonyl}-2-lMenyl)metliyl]beiizamide 
1 -[(5- {[(4-cMorobenzoyl)amino^ 

e1hyl2-{[4-(bexylamino)piperidiii-l-yl]sulfonyl}-5-{[(3- 
metho>^benzoyl)amino]methyl}fhiophene-3-carboxylate 
N-{[5-{[4-(hexylamino)piperi^ 
methoxybenzamide 

N-({5-{[4-(hexylamino)piperidm-l -yl]sulfonyl} -4-|bydroxy<phenyl)methyl]thien-2- 
yl}methyl)-3-methoxybenzamide 

5- [(3-Methoxy-benzoylamino)-melbyl]-2-[4-(4-tiifluoro 
piperidine-1 -sulfbnyl]-thiophene-3-carboxylic acid ethyl ester 
N-[(4^Moro-5-{[4-(hexylammo)p^^ 
methoxybenzamide 

9, Use according to any of the preceding claims further comprising at least one 
supplementary drug selected from the group consisting of insulin, aldose reductase 
inhibitors, alpha-glucosidase inhibitors, sulfonyl urea agents, biguanides, thiazolidini 
PPARs agonists, GSK-3 inhibitors. 

10. Use according to claim 9 wherein said supplementary drug is selected from the grouj 
consisting of a rapid acting itign1iti J an intermediate acting insulin, a long acting 
insulin, a combination of intermediate and rapid acting insulins, Minalrestat, Tolrests 
Sorbinil, Methosorbinil, Zopolrestat, Epalrestat, Zenarestat, bnirestat, Ponalrestat, 
ONO-2235, GP-1447, CT-1 12, BAL-ARI 8, AD-5467, ZD5522, M-16209, NZ-314, 
M-79175, SPR-210, ADN 138, or SNK-860, Miglitol, Acarbose, Glipizide, Glyburic 
Chlorpropamide, Tolbutamide, Tolazamide, or Glimepriride. 
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Abstract of the invention: 

The present invention is related to the use of sulfonamide derivatives in the treatment of 
metabolic disorders mediated by insulin resistance or hyperglycemia, comprising diabetes 
type II, inadequate glucose tolerance, insulin resistance, obesity, polycystic ovary 
5 syndrome (PCOS). 




O O 



R 1 is selected from the group comprising or consisting of hydrogen, Ci-C6-alkoxy, Ci-Q;- 
alkyl, Ca-Q-alkenyl, Ca-Ce-alkynyl, amino, sulfanyl, sulfinyl, sulfonyl, sulfonyloxy, 
sulfonamide, acylamino, aminocarbonyl, Ci-C 6 alkoxycarbonyl, aryl, heteroaryl, carboxy, 
cyano, halogen, hydroxy, nitro, hydrazides. 

10 R 2 is selected from the group comprising or consisting of hydrogen, COOR , -CONR R , 
OH, a C1-C4 alkyl substituted with an OH or amino group, a hydrazido carbonyl group, a 
sulfate, a sulfonate, an amine or an ammonium salt. 

Y is an 4-12-membered saturated cyclic or bicyclic alkyl containing at least one nitrogen 
atom, whereby one nitrogen atom within said ring is forming a bond with the sulfonyl 
1 5 group of formula I thus providing the sulfonamide. 
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